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I, George Bobotas, Ph.D., hereby declare and affirm that: 

1 . I am employed as Vice President, Scientific Affairs at Reliant Pharmaceuticals, 
Inc., the exclusive licensee of the above-identified patent application. 

2. I have over 25 years of clinical and scientific affairs experience with leading 
pharmaceutical and clinical development organizations. I have extensive 
research experience and am a member of numerous professional organizations, 
including the American Association for the Advancement of Science, the New 
York Academy of Science, and the American Chemical Society. I previously 
worked as the Executive Director, CNS Center for Covance Inc., where I 
managed the operational, scientific, and financial aspects of the Center. Prior to 
Covance, I led Scientific Affairs and Licensing for Somerset Pharmaceuticals, 
Inc., New Product Licensing and Evaluation for Mylan Laboratories Inc., and 
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biochemistry and pharmacokinetics for Forest Laboratories, Inc. In addition, I 
am a listed inventor on five issued U.S. Patents and numerous U.S. patent 
applications. I hold a Doctorate in Biochemistry from City University of New York 
and Masters Degrees in Biochemistry from the City University of New York and 
in Physical Chemistry from Smith College. 

3. I am submitting this Declaration in support of the referenced patent application. I 
am familiar with the subject matter described and claimed in the application. I 
am also familiar with U.S. Patent No. 4,895,726 ("the '726 patent") and U.S. 
Patent No. 6,074,670 ("the '670 patent"). 

Comparison Of Formulations Covered By The Present Invention 
To Commercial Embodiments Of The '726 Patent And The '670 Patent 

4. I designed and supervised the performance of a comparison between 
pharmaceutical formulations covered by the present invention and commercial 
embodiments of the 726 and '670 patents. Several sets of comparative data are 
presented in this Section (Studies A, B and C). The data show that, with a 
healthy low-fat diet, on a per-milligram basis, fenofibrate formulations according 
to the present invention are more bioavailable than the commercial fenofibrate 
formulations covered by the 726 patent and/or the '670 patent. The data also 
show that by increasing the percentage of fenofibrate and reducing the 
percentage of polymer (in comparison to the amounts disclosed in the '670 
patent), we can achieve a substantial increase in fenofibrate bioavailability, 
which, in turn, permits a substantial reduction in fenofibrate dosage while 
providing the same therapeutic effect. 

Study A 

5. Study Design - A randomized, single-dose, crossover study to assess the 
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relative bioavailability of 130 mg ANTARA® fenofibrate capsules 1 versus 200 mg 
TRICOR® fenofibrate capsules 2 in healthy adult subjects following consumption 
of a therapeutic lifestyle change (TLC) meal. 29 healthy adult males and 
females completed the study. Following randomization, subjects received a 
single dose of medication at the beginning of each treatment period. After 
completion of the first period, subjects crossed over. A washout period of at 
least 14 days occurred between treatment periods. Blood samples for the 
determination of plasma fenofibric acid were drawn prior to dosing and 
periodically up to 168 hours after dosing. 

6. Pharmacokinetic Results - The following TABLE 1 summarizes selected 

pharmacokinetic parameters for fenofibric acid following a TLC meal (arithmetic 
mean (± SD)) and the ratios of least square means for 1 n-transformed data (with 
90% confidence intervals): 



TABLE 1 



Parameter 


Treatment A: 130 
mg ANTARA® 
capsules 


Treatment B: 200 
mg TRICOR® 
capsules 


Ratio of LSM 
A/B% (90% CI) 


AUCo-oo (ngh/ml) 


132,387 (±40,251) 


162,332 (±45,509) 


83.2 (75.9-91.3) 


C max (ng/ml) 


7,565 (±1,593) 


7,554 (±2,934) 


105.7 (90.5-123.5) 


T m ax (h) 


4.21 (±0.632) 


4.58 (±0.508) 


N/A 



7. The following TABLE 2 compares the relative bioavailability of the 130 mg 
fenofibrate formulation covered by the present invention, versus the 200 mg 
TRICOR® capsules covered by the 726 patent, on a per-milligram basis by 

1 This product, distributed by Reliant Pharmaceuticals, Inc., is covered by the present invention. The 
exact formulation of ANTARA® is a trade secret. 

2 Abbott Laboratories, Inc., the distributor of 200 mg TRICOR® fenofibrate capsules, listed the 726 patent 
in the Food and Drug Administration's "Approved Drug Products With Therapeutic Equivalence 
Evaluations" (also known as the "Orange Book") as covering the product. 
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comparing AUCq.,,; 
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TABLE 2 



Treatment 


Mean AUCn «> 


Mean AUCn.«> Der mq 
fenofibrate 


% increase in 
bioavailability per mg 


130 mg 

ANTARA® 

capsules 


132,387 


1,018 


25.5% 


200 mg 

TRICOR® 

capsules 


162,332 


811 





8. Conclusions - This single dose study compared the bioavailability of 1 30 mg 
ANTARA® fenofibrate capsules covered by the present invention, versus 200 mg 
TRICOR® fenofibrate capsules covered by the 726 patent, in subjects following 
consumption of a TLC meal. The formulation according to the present invention 
(130 mg ANTARA® capsules) showed a 25.5% increase in bioavailability on a 
per-milligram basis, as compared to the formulation covered by the 726 patent 
(200 mg TRICOR® capsules). 

Study B 

9. Study Design - A randomized, multiple-dose, crossover study to assess the 
relative bioavailability of 1 30 mg ANTARA® fenofibrate capsules versus 200 mg 
TRICOR® fenofibrate capsules at steady state in healthy adult subjects on a 
therapeutic lifestyle change (TLC) diet. 26 healthy adult males and females 
completed the study. Following randomization, subjects received a single dose 
of medication daily for 7 days. After completion of the first period, subjects 
crossed over to the alternate treatment for 7 days. A washout period of at least 
14 days occurred between treatment periods. Blood samples for the 
determination of plasma fenofibric acid were drawn on day 1 prior to the first 
dosing and at steady state on day 7 of each treatment period, just prior to 
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administration of the final dose of the study drug (time 0) and at 1 , 2, 3, 4, 4.5, 5, 
5.5, 6, 7, 8, 10, 12, 16 and 24 hours postdose. Trough blood samples were 
taken on days 4, 5, 6, 7 and 8 of each treatment period to establish whether 
steady state had been reached. 

^Pharmacokinetic Results - The following TABLE 3 summarizes selected 
pharmacokinetic parameters for fenofibric acid at steady state following a TLC 
meal (arithmetic mean (± SD)) and the ratios of least square means for In- 
transformed data (with 90% confidence intervals): 



TABLE 3 



Parameter 


Treatment A: 130 
mg ANTARA® 
capsules 


Treatment B: 200 
mg TRICOR® 
capsules 


Ratio of LSM 
A/B% (90% CI) 


AUC TiSS (ngh/ml) 


182,889 (±53,669) 


204,988 (±50,945) 


88.4 (84.0-93.0) 


C m ax, ss (ng/ml) 


12,664 (±2,685) 


13,810 (±2,781) 


91.7 (85.1-98.7) 


Tmax. ss (h) 


4.89 (±0.978) 


5.34 (±1.281) 


N/A 



1 1 .The following TABLE 4 compares the relative bioavailability of the 130 mg 
fenofibrate formulation covered by the present invention, versus the 200 mg 
TRICOR® capsules covered by the '726 patent, on a per-milligram basis by 
comparing AUC T , ss : 

TABLE 4 



Treatment 


Mean AUC TiSS 


Mean AUC TiS s per mg 
fenofibrate 


% increase in 
bioavailability per mg 


130 mg 

ANTARA® 

capsules 


182,889 


1,406 


37.3% 
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200 mg 


204,988 


1,024 




TRICOR® 








capsules 









12. Conclusions - This multiple-dose study compared the bioavailability of 130 mg 
ANTARA® fenofibrate capsules covered by the present invention, versus 200 mg 
TRICOR® fenofibrate capsules covered by the 726 patent, at steady state in 
subjects on a TLC diet. The formulation according to the present invention (130 
mg ANTARA® capsules) showed a 37.3% increase in bioavailability on a per- 
milligram basis, as compared to the formulation covered by the 726 patent (200 
mg TRICOR® capsules). 

Study C 

13. Study Design - A randomized, single-dose, crossover study to assess the 
relative bioavailability of 120 mg and 144 mg fenofibrate capsules covered by the 
present invention, versus 160 mg TRICOR® fenofibrate tablets 3 in healthy adult 
subjects following consumption of a National Cholesterol Education Program 
(NCEP) Step 1 low-fat diet. 15 healthy adult males completed the study. 
Following randomization, subjects received a single dose of medication at the 
beginning of each treatment period. After completion of each period, subjects 
crossed over. A washout period of at least 7 days occurred between treatment 
periods. Blood samples for the determination of plasma fenofibric acid were 
drawn prior to dosing and at 1, 2, 3, 4, 4.5, 5, 5.5, 6, 7, 8, 10, 12, 16, 24, 36, 48, 
72 and 96 hours after dosing. 

14. Pharmacokinetic Results - The following TABLE 5 summarizes selected 
pharmacokinetic parameters for fenofibric acid following a NCEP Step 1 low-fat 



3 Abbott Laboratories, Inc., the distributor of 160 mg TRICOR® fenofibrate tablets, listed the '670 patent in 
the FDA's Orange Book as covering the product. (The 726 patent is also listed; however, the 726 patent 
claims only cover capsules, not tablets, and therefore the 726 patent is not relevant to this product.) 
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diet (arithmetic mean (± SD)) and the ratios of least square means for In- 
transformed data (with 90% confidence intervals): 
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TABLE 5 



Parameter 


Treatment A: 
120 mg 
fenofibrate 
capsules 


Treatment B: 
144 mg 
fenofibrate 
capsules 


Treatment 
C: 160 mg 
TRICOR 
tablets 


Ratio of 
LSM A/C% 
(90% CI) 


Ratio of 
LSM B/C% 
(90% CI) 


AUCo-oo 
(ngh/ml) 


115,452 
(±18,889) 


132,467 
(±22,929) 


128,305 
(±30,672) 


91.6 

(86.8-96.7) 


105.1 
(99.6- 
110.8) 


Cmax 

(ng/ml) 


7,669 
(±1 ,234) 


8,750 
(±1387) 


6,708 
(±1,488) 


115.1 

(104.1- 

127.2) 


131.3 

(118.8- 

145.1) 


T m ax (h) 


4.07 
(±0.863) 


4.30 
(±0.702) 


3.93 
(±0.728) 


N/A 


N/A 



15. The following TABLE 6 compares the relative bioavailability of the 120 mg and 
144 mg fenofibrate formulations covered by the present invention, versus the 
160 mg TRICOR® tablets covered by the '670 patent, on a per-milligram basis by 
comparing AUCo-a; 

TABLE 6 



Treatment 


Mean AUC 0 .<x> 


Mean AUC 0 .»per mg 
fenofibrate 


% increase in 
bioavailability per mg 


120 mg 

fenofibrate 

capsules 


115,452 


962 


20.0% 


144 mg 

fenofibrate 

capsules 


132,467 


920 


14.7% 


160 mg 

TRICOR® 

tablets 


128,305 


802 





9 



4 



«< 



Declaration under 37 C.F.R. § 1.132 

U.S. Application No. 10/030,262 

16. Conclusions - This single dose study compared the bioavailability of 120 mg and 
144 mg fenofibrate capsules covered by the present invention, versus 160 mg 
TRICOR® fenofibrate tablets covered by the '670 patent, in subjects following 
consumption of a NCEP Step 1 low-fat diet. The formulations according to the 
present invention (120 mg and 144 mg capsules) showed a 20.0% and 14.7% 
increase, respectively, in bioavailability on a per-milligram basis, as compared to 
the formulation covered by the '670 patent (160 mg TRICOR® tablets). 

I hereby declare that all statements made herein of my own knowledge are true 
and that all statements made on information and belief are believed to be true; and 
further that these statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or imprisonment, or both, under 
Section 1001 of Title 18 of the United States Code and that such willful false 
statements may jeopardize the validity of the application or any patent(s) issuing 
therefrom. 
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List of Attachments 

A. Product Insert Lipidil® 

B. Product insert Tricor® (67, 1 34 & 200 mg) 

C. 2002 Orange Book listing for Tricor® 

D. Product insert Tricor® (54 mg and 160 mg) 

E. Product insert for Tricor® (48 & 145 mg) 

F. Product insert for Antara® 



LIPIDIL - 

(Fenofibrate Capsules) 



DESCRIPTION 



LIPIDIL (fenofibrate capsules • a lipid regulating agent. H is available as capsules for >ra 
administration. Each caps.ile >n tains 100 mg of fenofibrate. Each capsule also contains lactose. NF 
magnesium stearate. NF and riegelatinized starch, NF. The chemical name is 2-(4-(4-chlorobenxov I 
phenoxy)-2-methylpropanoK a.w? 1 methylethyl ester with the following structural formula: 



CH, CH, 
i— /"V C— /~"\-0— C— C-O- C-H 
° CH,0 CH, 



The empirical formula is C„H a CH), and the molecular weight is 360.84; fenofibrate is insoluble in water 
The melting point is 77-KZT fenofibrate is a white solid which is stable under ordinary conditions 



CLINICAL PHARMACCX.C* V 



The effects of LIPIDIL 100 mg od on serum triglycerides were studied in two randomized, double-blind 
dinical trials'. 147 hypertrigtyceridenuc patients (Types IV and V) were treated for eight weeks undei 
protocols that differed only in that one entered patients with baseline triglyceride (TG) levels of 500 tr 
1500 mg/dL, and the other ^ levels of 250 to 500 mg/dL. In patients with hypertriglyceridemia anc 
normal cholesteiolemia with o without hyperchylomicroncmia (Type IV /V hyperiipidemia), treatmen 
with' LIPIDIL decreased primarily very low density lipoprotein (VLDL) triglycerides and VLDl 
cholesterol. Treatment of patients with Type IV hyperlipoproteinemia and elevated triglycerides ofter 
results in an increase ot low jensity lipoprotein (LDL) cholesterol as seen in the following table o 
changes seen at the end >f treatment in patients with triglycerides of S00 to 1500 mg/dL. 
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Changes in L,p.d .^^^rote^t eminations- Type l V/V_Patiente 

iipmil. flOOmgtid^ 



p acebo 



brtseu e 



Triglycerides 
Total 
VLDL 

Cholesterol 

Tout 
HDL 
LDL 
VLDL 



r 



% 

Change 



+ 7 
+ 19 



0 

+ 5 
- 4 
♦ 11 



Baseline 

Mean 
jmg'dL) 

72b 
S43 



261 
30 
103 
126 



% 

Change 



.'i5 
il 



14 
- 23 
-45 

49 



Net 
Difference 
(of %) 

- 62 
-70 



-14 
+ 18 
♦ 49 
-60 



The mechanism of action o, UP1D(L has not been deariy etched in-.ru Fenofibncaod, the active 
^XouTof fenofibrate. .ewers plasma triglycerides app^y by inhibiting tngbrcende synthes*. 
SSJL ^on - .leased into the ovulation, and ah* W ^^^^ 

of tn/yceride-rid, lipoprote., ue.. VLDL) UPIDIL aUo reduce. «ru» «nc »ad levels 
hyperuricemia and norma* md- ~tub by increasing the urinary excretion of unc «od. 

Fcnofibrate is well absorbed m«r the gastrointestinal tract Mlowingor* -J***^**^ 
volunteers,.pproximate, y ^ >: .singie radiolabeled 300 «, ;dose of ^^^^^ 
primarily as fenofibric and and .« gluconate conjugate, and 25% was ««ted fcc^ Pea 

Ju— Lels of fenofibric aoc -ccur within 6 to 8 hour, after adm^stratior, and*e ™^TJc 
eliminated with a half-Uf* ot 2p noum. Serum protein binding was a PP rox,m.tely 99% « normal an 
hyp^emicaul^^ 

toTHchieved within 5 davs o. ocsing with 100 mg/day. and did not demonstrate accumulation acros : 
timefollowing multiple dose administration. In elderly volunteers 77-87 years of age, the °™ , d « ra ™ 
of fenofibric add followng a s.ngle oral dose of 100 mg w. L2 UK which compares w,th U Uh». 
young adults. This indite* >ntf a similar dosage regimen can be used in the elderly, wthou 
increasing accumulation fit* i rug or metabolites 

In a study in patients w,th srv-re renal impairment (creatinine clearance < SO ml/min), the mtej-l 
clearance of fenofibric aoc w, preatly reduced, and the expound accumulated dunng chron,c dosag. 
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However, in patients having moderate renal impairment (creatinine clearance of 50 to 90 
or* clearance and the oral volume of diatribution of fenofibric acid are increased compared to healthy 
adults. Therefore, the dosage of UPIDIL should be reduced in patients who have severe renal 
impairment, while no modification of dosage is required in patients having moderate renal ,mpa,rment. 



INDICATIONS AND USAGE 

UPIDIL (fenofibrate capsule.) is indicated as adjunctive therapy to diet for treatment of adult patients 

with very high elevations of serum triglyceride level. fType, fV and V hyperlipidemi.) who are atmk 

of pancreatitis and who do not respond adequately to a determined dietary effort to control them. 

PrfUn* who present such risk typically have serum trisjyemide. over 2000 mg/dL and h""**™*" 

of VLDL-cholesterol a. well a. testing chylomicron. fType V hyperupidemla). Subject, who aWtntly 

hm* total serum or pl^«#^rid~ below 10»»^ 

. --- ,i -M smssm ili»H—l ail" Trill 11 — "■) — 1 — 

Improving glycemie control m ill ■ ftmmm stmwas g u , ^ t, ■■■■■■■Insir 

fasting triglycerides and ill " J i j l u a ri iiiiaan l i thereby obviating the rtsea tor piimma i ■■■■>■ 

1000 and 2000 mg/dL who haw a history of parKsaatitis or of recurrent abdominal pain typical of 
,,„,,, -hi, it Ur*x»isaed Sesame Type IV patieaSswto 

through dietary or alcohol* indiscretion, convert to a Type V ptfksm with mart v* tri^yc«ride 
elev^ accompanying In^chyk^^ 

pancreatitis in such stations he. not been adommseiy studied. Drug therapy is not ^^J^ 
parents with Type I lijssabf sy iiilshiiwls who hove elevations of chviosnkron* and plasma 
triglyceride., but who have normal levels of very low dsnsitj la j. u|) ii H .ln(VLPL). lmpeetionof plasma 
refrigerated for 14 hour. i. herpful in distinguishing Type. I, IV and V hyperlipoproteinemia . 

The initial treatment for dymlipidemia is dietary therapy specific for the type of lipoprotein abnormality. 
Execs, body weight and excess alcoholic intake may be important actor, in Hypertriglyceridemia and 
should be addressed prior to any drug therapy. Physical exercise can be an important ancillary measure. 
Diseases contributory to hypertrpidemia, such as hypothyroidism or diabetes meUltus should be looked 
for and adequately treated. Eatrogen therapy, like thiazide diuretics and beta-blockers, is sometimes 
associated with massive rises in plasma triglycerides, especially in subjects with familial hypertriglyceri- 
demia. In such case., discontinuation of the specific etiologic agent may obviate the need for specific 
drug therapy of hypertriglyceridemia. 



The uk of drug, should be considered only when reasonable attempts have been made to obtain 
satisfactory result, with non-drug method.. If the decision i» made to use drugs, the patient should be 
instructed that this doe. not reduce the importance of adhering to diet 
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Because the benefit /risk ratio of UP1DIL (fenofibrete) hat not been established in clinical trials of 
primary or secondary prevention to reduce the riskof developing coronary heart disease, L1PIDIL is not 
indicated for such uae. (See WARNINGS and PRECAUTIONS). 



CONTRAINDICATIONS 

1. Hepatic or aevere renal dyafimctiorv including primary biliary cirrhosis, and patients with 
unexplained persistent liver function abnormality. 



• (see WARNINGS). 
Hypersensitivity to fenofibrete. 




UPIDIL (I 
in 4lara 
so 




Drmj Project, 1000 

, but twice as many demtasse- 
nxpahtog Margery. In a sandy, 
(WHO), 5000 subjects without known coronary 
5 years and followed 1 year beyond. There was 
a statistically aapameamt, U% H ghci ay s#sssed total mortality in the donbram tomtod than 
tin Lump anmm flu ni 1i ssd contort g — r ^t^-'r"-' The excess mortality was 
due to a 39* increase in uun caidiovesqilsr causes, including malignancy, post-criokxystectomy 
compUcaoons, and pancreatitis. The higher risk of doBbrate-treated subjects for gaifctedder 



During the 5 year palmary prevention coea p o nent of the Helsinki Heart Study involving 40S1 p. 
middk-aoed mams tomtod with either gemmWoaal or plaosbo, and the 35 year open mtonaton, 
total mormnty wee 22% M#wr in the original gemPhroril randombmtion group (p-0.19, 95% 
conidenca intone* for relative risk G:F*a91-L64> Cancer deaths trended higher in the 
ecmmmxel greem (p-ail), while cancers (excluding basal cell carcinoma) were diagnosed in 
25% of patients In born treatment groups. Because of the more limited sixe of the 
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H«rt Study the relative riskof death from any case did not differ .fetidly from the relative 
^of ,^ do^/f^ *~v* « *e 9 year follow-up of the WHO study. Similarly 
£ oTg-Ldder surgeries in the g-nbn*. group (0.9% v.. OS* w,th 

pTJL) did not differ .tetiladly hom the ««» observed in the dofibrate group eompamd 
to placebo in the WHO •tudy. 

The secondary prevsrmor component of the HeWnki Heart Study involved 628 mWdl«ged 

mde. exduded ftx~ th, primary prevention .tudy b ™ f e ^"T^l~ 
he^du^^tr^wimdthergemfibit«lorpu^for5ye^ Card«c deaths trended 

higher in the roup (17/311 v.. 8/317 placebo pmien*, 

confidence tomrvd far hm*d ratio « a^SOS). GrfbUdd-r surgery w» vTo 
gemfibrodl group (1.9% vs. 03%, p-0.07), se wee appendectomy (Season gemubroafl vs. o 
on placebo, p-aOSf). 




of 200 to 300 mg/day it sesodated with dgoificant 

(AST (SGOT) or ALT (SFGT)). hm m esa to > 3 times the upper 

in 63% of UPlDtL-tieatod patients taking 200 to 300 mg/day in 
tsmis lasting 8-24 



Mm AST or ALT > 3k the Upper Normal Limits in 
mrinl Trials va Fenunmatc (300 to 300 mg/day) 



N #Bv«ntf BvantoRato 

Control 336 4 

442 28 63% 




were (Mowed either after flecotitiiejation of tntatmeat or 
a return to normal limits was usually observed. However, the 
remained above normal limits in 2 of the 28 patients (7.1%) at the 
[MjibU hepato ton fa II y sppean to be do i ■ related In an 6- 

^ ^ - the incidence of ALT or AST elevations at least three times the upper 

limit of normal mi lS*m pmfanta tm*^™*m*t/tyrt™Mtotott~t*aMi* 
100 or 50 mg/day, or ptoosbo. Both hspeeoiwtiukg and cholaala^ 

L.lli„-l„i ray i Hi, Imlfflr meodated with fenoflbratehai -~»— »<>»e«moaiiies of weda 



of liver hmetion, induding serum ALT(SGPT) should be performed 
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for the duration of therapy with UPIDIL, and therapy discontinued if enzyme level, persist 
above three times the normal limit 

Cholelithiasis. A gallstone prevalence substudy of 450 Helsinki Heart Study participants showed 
a trend toward a greater prevalence of gallstones during the study within the gemfibrozil 

. ~m. . •• i — 1 awMati An 



ttwwent group. Fenofibrate, like dofibrate and gam s mm aal, may increase cholesterol excretion 
into the bile, leading to cholelithiasis. If choktithiaais Is suspected, gallbladder studies are 
indicated. UPIDIL therapy should be discontinued if gallstones are found. 



Concomitant Oral Anticoagulant*. Caution should be exercised when anticoagulant* are given 
in conjunction with UFIDIL because of the potentiation of coumarin-type anticoagulants in 
prolonging the prothrombin time The dosage of the anticoagulant should be reduced to 
maintain the prothrombin time at the desired level to prevent Weeding complications." Frequent 
prothrombin dammaimtiens are advisable until it has been definitely determined that the 
level has s ta b iliwri 




alone, including UPIDfL, may occasionally be associated with 
myositis, myopathy, or thaMomymysis. P atte rn s receiving UPIDIL and complaining of muscle 

pain, tenderness, or mi should have prompt medial evaluation for myopathy, including 

serum creatine kinase level determination. If myopathy/myositis is suspected or diagnosed, 
UPIDIL therapy should be stopped 



6. ■ The effect of UPIDiL on coronary heart dies a ss morbidity and mortality and rKxv-cardiovaecuUr 
mortality has not been established. UPIDIL should be administered only to those patients 
described under INDICATIONS AND USAGE If e significant reduction in meting 
chyiomJcroncmia does not occur, UPIDIL should be discontinued. 
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PRECAUTIONS 



Initial therapy: Moratory .tudie* should be done to ascertain that the lipid ieveU are 
consistently abnormal before instituting UPIDIL therapy. Every att«mpt should be made to 
.control mum lipid* with appropriate diet, exerdse, wei|ht lorn in obaae plants, «nd control 
of any medical problems auch at diabetes mellitus and hypothyioidiam that are contributing to 
the lipid abnormalities. Medications known to exaearbate hypertriglyceridemia (beta-blockers, 
thiazides, estrogens) should be discontinued or changed if possible prior to consideration of 
triglyceridc-lowering drug therapy. 

CaH— ad IhwafT Ptetodic detemirumon of serum lipids should be obtained during initial 
therapy in order to islst-Hsr the lowast elective dose of UFIDH. Therapy should be withdrawn 
in patients who do not have an adequate response alter two months of treatment with the 

dose of 300 mg/day. 



and JuM i Hi This 
tiuuugh biliary tract 




very xmly during 
in US vi OK, «d iMh.in 1X2 v» 123% of 
hi controlled litale. 

hemoglobin, hematocrit and white blood cdi 
folowing inidadon of UPTDIL therapy. However, 
Bxtresaety race s po r m um ous reports of 

thrombocytopenia and agsaradocytoais have been received during post-marketing surveillance 
outside of the US. Periodic blood counts are recommended during the first 12 months of 
UPIDIL ; 




The use of flbratm alone, mdudmg LIPtDIL may occasionally be 
with myosins. Turin ml with drugs of the Berate dam has been associated on 

in 



with 
considered in 
devetionft of 



with impaired renal function. Myopathy should be 
made tenderness or t raakness, and/or masked 
photphoUnsR level*. 
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Patients should be advised to report promptly unexplained muscle pain, tenderness or weakness, 
particularly if eceamjmued by malaise or fever. CPK levels should be a simi r d in patients 
reporting than symymma, and mnoSbraSe therapy snouldbedleaontfniied Umastomly ebnrted 
CPK levels occur or myopathy is diagnosed. 

7. Drug buaeactlaaa: 

(A)Ol gaiasdK CAUTION SHOULD BE EXERCISED WHEN ANTICOAGULANTS 

ARE GIVEN IN CCMRJNCTION WITH UPIDIL. THE DOSAGE OP THE 
ANTICOACULANTS SHOULD ml MDUCfjDTO MAINTAIN THE PmOTWOMSfN TBdE 

lEIIIISHIISJallll— ■ !■■ Illll II 111 I Tn II II I n E— T I ISJ1 II III T 

DETESJteVMD THAT TM PftOTMtOutVIN LEVEL HAS STABILIZED. 




route of fibratc drugs including UPIDIL* there is a risk that an interaction wiD toad to 
deterioration. The bsnalU and risks of using UPIDIL with immunosuppressants and other 
potentially weftammdc agents should be carefully considered, and the lowest effective dose 

• employed. 

& . Cii i h i g i n n il, h*+*mmlm,lmiiimm—A9frmmM) In « 24 mo nth study in rats (10, 45> and 
200 mg/kg: 0.3, L and 6 times the mssdmum isrnmm salted human daaa on the bams of 

Incrsmt in uanme m k caidnomas occurred in malm at 1 and 6 ttmas the maximum 
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recommended human doee; there were also increases in pancreatic adenomas and benign 
mtficular interstitial ceil tumors at 6 times the maximum recommended human dose in males. 
In a second 14 mem* study in a diHerent strain of rats (doses of 10 and 60 mg/kg; 0.3 and 2 
times the maximum recommended human dose based on tag/meter* surface area), there were 
significant increases in the incidence of pancreatic acinar adenomas in bom sexes and increases 
in interstitial cell tumors of the testes at 2 times the maximum recommended human dose. 

A comparative carcinogenicity study was done in rate com paring three drugs: fenofibrate (10 
and 70 mg/kg; 03 and 1.6 times the maximum recommended human dose), dofibrate (400 
mg/kg; 1.6 times the human dose), and gemfibrozil (250 mg/kg; 1.7 times the human dose) 
(multiples baaed on mg/meSer 3 surface area). Pancreatic acinar adenomas wore increased in 
malmarrfmmmmonsnmmnamylmpatoonluUurcm 

increased in make and hepatic neoplastic nodules in females treated with duflUam, hepatic 




Ijilfiu fi ■ 1 I hmi - , " 1 in! 1 — 1 — » 

3 times the maximum recommended human dose. 



r„.iflinU)Lu bean mmonstrased to bt J ,J afmumgank| nel m the faskeewg testa: 

Ames, mouse lymphoma, chromosomal aberration and unscheduled DN A sy nt he sis . 

9. Fnmmmej Catenae; C Fenofibrate has been shown to be embryocidal and teratogenic in rats 
when given in dome 7 to 10 Una the maximum recommended human dose and embryoddal 
in rabbits when given at 9. times the maximum recommended human dose (on the basis of 
mg/meter 2 surface ana). There are no adequate and wdl-cootrolled studies in pregnant women, 
Fcrufibnte should be used during pregnancy only if the potennal benefit justifies the potential 
> risk to the fetus. 

Admuasunuon of 9 times the maximum recommended human dose of ronofibrate to female rats 
before and throughout gestation caused 100* of dams to dday delivery and resulted in s 60% 
increase in post bnpammmon lorn, a decrease In Utter erne, a d ecrea s e in birth weight, a 40% 
survival of pups at birth, a 4% survival of pups at neonates, and a 0% survival of pups to 
weaning, and an increase in spina bifida. 
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Administration of 10 times the maximum recommended human dose to female Tats on days 6-15 
of gestation caused an increase in pea* vieeeml and skeletal findings in fetuses (domed 
head /hunched sh oui dsn /rounded body /abnormal duet, kyphosis, stunted fetuses, elongated 
sterns! ribs, malformed sternebrae, extra foramen in palatine, misshapen vertebrae, 
supernumerary ribs). 

Administration of 7 times the maximum recommended human doee to female rats from day 15 
of gestation through weaning caused a delay in delivery, a 40% decrease in live births, a 75% 
decrease in neonatal survival, and decreases in pup weight, at birth as well as on days 4 and 21 
post-partum. 

Administration of 9 and IB times the maximum recommend ad human dose to female rabbits 
caused abortions in 10% of dams at 9 t im es and 25% of dams at IS times the maximum 
recommended human dose and death of 7% of fetuses at IB times the maximum recommended 
human dose. 

for tusaoriganidty seen m ssdsasi stadias, a decision AmM be made whether to discontinue 
nursing or to discontinue the drug. 

11. U»€ in Children: Safety and efficacy in children have not been tstsbtished. 



ADVBISE REACTIONS 

CLINICAL: Adverse events ief erf d by 1% or more of patients treated with UPIDIL during the six 
month and the eight weak double-Wind, placaho-controlied trials in the U.S. U arc listed in the table 
below. Adverse events tod to assoantinstaion of tnssSaaant to 6% of patients traatad with UPIDIL and 
in 2% treated with placebo. Skin rashes were the most frequent events, causing discontinuation of 
LIPIDIL treatment in 2% of patients in double-blind trials. 
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BODY SYSTEM 



urtim. 

(N-1M) 



PLACEBO 
(N • 1S3) 



BOfrVASAWMST 

AathmWFaiUr** 



/Mr Pain 



Fin 



CARDIOVASCULAR 
Arrtiythmta 

Dicwnve 




• 5* • 
1» 

5% 

t» 

5* 

1* 

5* 
1* 
9% 
4ft 

n 



SKDM * AmNDACl 




3% 

1* • 
1* 
2* 
1* 

1* 

4* 

1* 

3ft 
6ft 

1ft 
1ft 
lft 
1* 
2ft 

1* 

• 1* 



3» 
19% 

2* 

7ft 
4ft 

1ft 

7ft 
Oft 
2ft 
3ft 
3ft 
2ft 
7ft 

4* 

1* 
2ft 
lft 
1ft 
lft 

lft 
3ft 
1* 

lft 
2ft 

lft 
Oft 
lft 
2ft 
lft 

lft 
lft 
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Additional clinical adveme event, reported by fewer than 1% of patient, in the U.S. doubk-Wind 
studies, thaae reported in other clinical trial*, and apontaneoiuly reported in post-marketing surveillance 
outride the VS. are lueed below, categorised by causality: 



PROBABLY CAUSALLY RELATED: Digestive hepatitis, choWlthiaaU, crM>kcystitis, hepatomegaly; 
I li iiahiiliilili' myalgia, nyaattSania, ri^abdoniyolyaif ; Skin and appendages: photoaenaitrvity, eczema; 
Respiratory: allergic pulmonary alveolitis. 

CAUSAL RELATIONSHIP NOT ESTABLISHED: Body as a whole facial edema, weight decrease, 
fever, iftolii ii Cai*o»aandar peripheral edema, angina, palpitations, tachycardia, migraine; 
Digestive: heasateeaeaie, pancseutitis; Respiratory: congestion; Nervous: dry mouth, vertigo, anxiety, 
sleep aamsden, ooeausien; Mdn and appendages: lupus-like syndrome, ichthyosis, liisngisr 
alopecia; Special eanear. amblyopia, tinnitus; Urogenital: decreased male fertility, renal Uthueua. 



aTOftY: mnmmmUAp l — a aiaMsd s ti i d is i ,s«nmi Hi U ■ PCTT 

_j;_3C0T) ■ ■■■■ ■ ■ i nurr— II a * 

U|Mrt«Mafm^t^(toWARNn^ Ceiwcharmasta^ occurred moeefii^sn 

l i i in i i I ■aaad sb ■haaabo Indndod In cma — in aeadlnme and blood utaay anal 



to placet g included increases i 

that have been reported during fsnu l m iate t r safcms nt that are p ro b ab l y 



DOSAGE AND ADhWnTTRATlON 

Patients should be placed on an appropriate trigryceride-towering diet before receiving UPIDIL, and 
should continue this diet during treatment with UPIDIL 

UPIDIL should be given wMh meals. The initial dose is usually lot) mg per day, depending on the 
physWan'a assesament of me patient's risk for pancreatitis (see INDICATIONS AND USAGE). Dosage 
should be irrirviduaamed acceding to patient response, and should be increased sequentially if 
necessary following repeat serum triglyceride estimations at 4-to-S week intervals. The maximum dose 
is 300 mg/day. 
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Treatment with UP1DIL should be initiated at a dose of 100 mg/day in patient, having impaired renal 
Function, and increased only after evaluation of the effects on renal function and triglyceride level* at 
this dote. In the elderly, the initial doae should likewise be limited to 100 mg/day. 



OVERDOSAGE 

Because fenofibrate is highly bound to plasma proteins, hemodialysis should not be considered. 

While there has been no reported ewe of overdosage, symptomatic supportive measures should be taken 
should it occur. 

* 

HOW SUPPLIED 




NDC Vm- O m 01 Bottles of 1000 



STORAGE 

Store in a cool dry place. Protect from temperatures above 30*C (86T). Avoid excessive light and 
humidity. 

Distributed by 

POURN1ER RESEARCH INC 
609 Mamarontck Avenue 
P.O.E0K 310 
MAMARONBOC 
N.Y. 10543 

CAUnON-Federal law ptoMbto dispensing without prescription. 
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NEW ■ - 

TRICOR* 

(fenofibrate capsules), rnicronized 
R x Only 

DESCRIPTION 

TRICOR (fenofibrate capsules), rnicronized, is a lipid regulating agent available as capsules for 
_oraI administration. Each capsule contains 67 mg, 134 mg or 200 mg of rnicronized fenofibrate 
The chemical name fotfenofibrate is 2-[4-(4-chlorobenzoyl) pl«moxy>2-methyH>ropanoic acid. 
1-methylethyl ester with the following structural foimula: 

5Hi " CH, 

— O — C — H 

CH 3 

The empirical formula is C20H21O4CI and the molecular weight is 360.83: fenofibrate is 
insoluble in water. The melting point is 79-82 °C. Fenofibrate is a white solid which is stable 
under ordinary conditions. 

Inactive Ingredients: Each capsule also contains crospovidone. iron oxide, lactose, magnesium 
stearate. pregelatinized starch, sodium iauryl sulfate, and titanium dioxide. 

CLINICAL PHARMACOLOGY 

A variety of clinical studies have demonstrated that elevated levels of total cholesterol (total-C) 
low dens.ty lipoprotein cholesterol (LDL-C). and apolipoprotein B (apo B), an LDL membrane' 
complex, are associated with human atherosclerosis. Similarly, decreased levels of high densitv 
lipoprotein cholesterol (HDL-C) and its transport complex, apolipoprotein A (apo AI and apo 
All) are associated with the development of atherosclerosis. Epidemiologic investigations have- 
established that cardiovascular morbidity and mortality vary directlv with the level of total-C - 
LDL-C. and triglycerides, and inversely with the level of HDL-C. The independent erect of 
raising HDL-C or lowering triglycerides (TG) on the risk of cardiovascular morbidity and 
mortal ity has not been determined. 

Fenofibric acid, the active metabolite of fenofibrate. produces reductions in total 
cholesterol. LDL cholesterol, apolipoprotein B. total triglycerides and triglyceride rich 
lipoprotein (VLDL) in treated patients. In addition, treatment with fenofibrate results in 
increases in high density lipoprotein (HDL) and apoproteins apoAl and apoAII. 

The effects of fenofibric acid seen in clinical practice have been explained in vivo in 
transgenic mice and in vitro in human hepatocyte cultures by the activation of peroxisome 
prolifcrator activated receptor a (PPARa). Through this mechanism. fenofibrate increases 
hpolysis and elimination of triglyceride-rich particles from plasma bv activating lipoprotein 
lipase and reducing production of apoprotein c -III (an inhibitor of lipoprotein lipase activity). 
The resulting fall in triglycerides produces an alterationin the size and composition of LDL from 
small, dense particles (which are thought to be atherogenic due to their susceptibility to 
oxidation), to large buoyant particles. These larger panicles have a greater affinity for 
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cholesterol receptors and arrcatabolized rapidly. Activation ofPPARa also induces an increase 
in the synthesis of apoproteins A-l, A-II and HDL-cholesterol. 

Fenofibrate also reduces serum uric acid levels in hvperuricemic and normal individuals 
by increasing the urinary excretion of uric acid. * 

Pharmacokinetics/Metabolism 

Clinical experience has been obtained with two different formulations of fenofibrate- a 
micronizcd and non-micronized" formulation, which have been demonstrated to be 
bioequwalent. Coinparisons of blood levels following oral adnunisirationof both formulations in 
healthy volunteers demonstrate that a single capsule containing 67 mg of the "micronized" 
forrnulanon is bi(>equivalent to 100 mg of the "non-micronized" formulation. Three capsules 
containing 67 mg TRICOR are bioequivalent to a single 200 mg TRICOR capsule 
Absorption ' - r *~ 

The absolute bioavailability of fenofibrate cannot be determined as the compound is virtuallv 
insoluble in aqueous media suitable for injection. However, fenofibrate is well absorbed from 
SL 8 T >, ° te f I ? ?" owin 8 oraI «^ntinistration in healthy volunteers, approximately 
60% of a singleJose of radiolabeled fenofibrate appeared in urine, primarily as fenofibric acid 
and rts glucurenate conjugate, and 25% was excreted in the feces. Peak plasma levels of 
-fenofibnc acid occur within 6 to 8 hours after administration. 

The absorption of fenofibrate is increased when administered whh food. With 
^S^nSS^' * C absorpli0n is increas ? d * Woximately 35%.under fed as compared 
Distribution 

In healthy volunteers, steady-state plasma levels of fenofibric acid were shown to be achieved 
within 5 days of dosing with single oral doses equivalent to 67 mg TRJCOR and did not 
demonstrate accumulation across time following multiple dose administration. Serum protein 
"binding was approximately 99% in normal and hvperlipidemic subjects _ " 
Metabolism " ' . 

^ a ^ nistr « , ' on - fenofibrate is rapidly hydrolyzed by esterases to the active 
metabolite, fenofibric acid: no unchanged fenofibrate is detected in plasma 

A smJZn^Z 1 * rJL rima, ?l y . glucuronic acid and then excreted in urine. 

A small amount of fenofibnc acid is reduced at the carbonyl moiety to a benzhydrol metabolite 
wh.ch ,s. in turn, conjugated with glucuronic acid and excreted in urine m ««>oiitc 

/nv/^metaboUsm data indicate thai neimer fenofibrate iior fenofibric ackhmderco 
oxidative metabolism (e.g.. cytochrome P450) to a significant extent ^"Hwaergo 
Excretion 

After absorption, fenofibrate is mainly excreted in the urine in the form ofmetabolhes primarily 
tenofibncaadandfenofibricad^ 

approximate^/, of the dose appeared in the urine^nd 25% was excreted in the fec« 

Fenofibnc acid ,s eliminated with a half-life of 20 hours, allowing once daily 
administration in a clinical setting. . 

Special Pop nlai.W 

Geriatrics 

Hi dni" 71™?? 77 ' 87 **** ° f age ' oraI c,eaiance of fenofCric acid following a single 
oral dose of fenofibrate was 1J» L/h. which compares to 1.1 L/h in young adults. iSBSS? 

^or'mSboS T"" " dder,>: ' ***** ™2EE!S 2 - - 

Pediatrics 
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TOCOR has not been investigated in adequate and well-controlled trials in pediatric p^tienls. 2000 

No pharnwcokinetic difference between males and females has been observed for fenofibrate. 
Race 

The influence of race on the pharmacokinetics of fenofibrate has not been studied, however 
fenofibrate is not metabolized by enzymes known for exhibiting inter^thnic variability 
Therefore, inter-ethnic pharmacokinetic differences are very unlikely 
Renal insufficiency 

In a study in patients with severe renal impairment (creatinine clearance < 50 nuVmin). the rate 
of clearance of fenofibric acid was greatly reduced, and the compound accumulated during 
^ d0 ff: in P^ents having moderate renal impairment (creatinine clearance of 

50 to 90 mL/rmnX me oral clearance and the oral volume of distribution of fenofibric acid are 
increased compared to healthy adults (2.1 L/h and 95 L versus 1:1 L/h and 30 L, respectively) 
Therefore, the dosage of TRICOR should be minimized in patients who have several 
impairment, while no modification of dosage is required in patients having moderate renal 
impairment. 

Hepatic insufficiency 

No pharmacokinetic studies have been conducted in patients having hepatic insufficiency 
Drug-drug interactions 

In Yiiro studies using human liver microsomes indicate that fenofibrate and fenofibric acid are 
not inhibitors of cytochrome (CYP) P450 isoforms CYP3A4. CYP2D6, CYP2E1 or CYP1 A2 
Tbey are^eak inhibitors of CYP2C19 and CYP2A6. and mild-to-moderate inhibitors of 
c ^ P2C9 ai therapeutic concentrations 

prothro^^ antic-oagulants has been observed with prolongation of the 

Th^f B5le - aci ^? cqueS ? an 1 t f been *«« » bind other drugs given concurrently. 

resm to^J? T ^J* ^ 31 ,CaSt ' h0Ur **** or « hours ^le acid binding 
resm to avoid impeding its absorpnon. (See WARNINGS and PRECAUTIONS). 

Clinical Trials 

&t , r» fE^KST" Fwni,i " " nd Nonfami,ill,) and Mixed 

The effects of fenofibrate at a dose equivalent to 200 mg TRICOR per day were assessed from- 
four random,zed. placebo-controlled, double-blind, parallel-group sVudies includn^enHth 
the following mean baseline lipid values: total-C 306.9 mg/dL; LDL-C 21 3.8 

LDL-C HDL-C ratio. TRICOR therapy also lowered triglycerides and raised HDL-C free Table 
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Mean Percent Chanst 
Treatment Group " 


Table 1 
in Lipid Paramet 
TotaWT 


mat End ofT 
LDL-C 


reatment* 




Pooled Cohort - 7" 
Mean baseline lipid values (n«646) 
AH FEN (n=36I) 
Placebo (n=28S) 


306.9 mg/dL 
-18.7%* 
-0.4% 


213 8 niB/dl 
-20.6%* 
-2,2% 


HDL-C 

mg/dL 
+11.0%* 
+0.7% 


TC 

191.0 mg'dL 
-28.9%* 
«*7.7% 


Baseline LDL-C > 160 mg/dL and ~" 
TG< 150 mg/dL (Type Ha) 
Mean baseline lipid values (ir=334) 

All CC\J /«,lft-*\ 

j aij rfcN (11*19,?) 
j Placebo (n«= 141) 


307.7 mg/dL 
-22.4%» 
+0.2% 


227.7 mg/dL 
-3L4%« 
-22% 


58.1 mg/dL 
+9.8% B 
+2.6% 


10! 7 mp'dl 
-23-5%* 
+ 11.7% 


. Baseline. LDL-C > 160 mg/dL and 
! * TG^!50mg«L(TyprlIb) 

Mean baseline lipid values (i*=242) 

AllFEN(n*126) 

Placebo <n=l 16) 


3 12.8 mg/dL 
-16,8%* 

-3.0%— 


219.8 mg/dL 
-20J%* 
•6.6% 


46.7-mg/dL . 
+ I4.6%» 

+23% . 


23 1.9 mg/dL 
-35.9%* 
+0.9% 



•p = <0.05 vs. Placebo 

In a subset -of the subjects, measurements of apo B were conducted TRICOR tr^rmpnt 
Hypertrigh ceridemia (Frtdricteon Tvp* IV and V) 

The rfftca of tenofibrae on serum triglycerides were studied in .wo randomized double-blind 
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Study 1 

Baseline TG levels 



Table 2 

Effects of TRICOR in Patients Witt Fredrickson Type IV/V Hyperlipemia 
Placebo TRICOR 



N 



350 to 499 mg/dL 
Triglycerides 



VLDL Triglycerides 
Total Cholesterol 
HDL Cholesterol 
LDL Cholesterol 
VLDL Cholesterol 
Study 2 



28 

19 
28 
28 
28 
27 



Baseline Eodpoint % Change 
(Mean) (Mean) (Mean) 



449 

367 
255 
35 
120 
99 



450 

350 
261 
36 
129 
99 



Placebo 

Baseline 



-0.5 

2.7 
2.8 
4 
12 
5.8 



N Baseline End point % Change 
(Mea n) (Mean) (Mean) 



27 

19 
27 
27 
27 
27 



432 

350 
252 
34 
128 
92 



223 

178 
227 
40 
137 
46 



-46J>» 

-44.1* 
-9.1* 
19.6* 
14.5 

-44.7* 



TRICOR 



Baseline TG levels 
500 to 1500 mg/dL 

Triglycerides 
VLDL Triglycerides 



(Mean) 



End point 
(Mean) 



% Change 
(Mean) 



N Baseline 
(Mean) 



Endpoint 
(Mean) . 



•/• Change 
(Mean) 



Total Cholesterol 
HDL Cholesterol 

LDL Cholesterol 

VLDL Cholesterol 
*»p<0 05vi Placebo 



44 

29 

44 
44 

42 
42 



710 
537 

272 
27 

100 
137 



750 
571 

271 
28 

90 
142 



72 


48 


726 


308 


-54.5* 


18.7 


33 


543 


205 


-50.6* 


0.4 


48 


261 


223 


-13.8' 


5.0 


48 


30 


36 


22.9' 


-42 


45 


103 


131 


- 45.0* 


11.0 


45 


126 


54 


-49 4" 



The effect of TRICOR on cardiovascular morbidity and mortality has not been determined. 

INDICATIONS AND USAGE 
Treatment of Hypercholesterolemia 

TRICOR is. indicated as adjunctive therapy to diet for the reduction of LDL-C Total -C 
Triglycerides Md Apo B in adult patients with primary hypercholesterolemia or mixed* 
dysiipidemta fFrednckson Types Ha and lib. Lipid-ahering agents should be used in addition to 
a Act resincted in saturated fat and cholesterol when response to diet and non-pharmacologicL 
interventions alone has been inadequate (see National Cholesterol Education Program fNCEPl 
Treatment Guidelines, below). vgram im.crj 

Treatment of Hypertriglyceridemia 

^° R t iS 81 -i " adjunctive therapy to diet for treatment of adult patients with 

STr V.- 6 !!.™ Fred " ckson Typ« IV and V hyperlipemia). Improving glycemic 
control in diabeuc patients showing fasting chyiomicronemia will usually reduce fasting 

inten em^n chy,omicronemia thcreb > obvia ^g need for pharmacologic - 

Markedly elevated levels of serum triglycerides (e.g. > 2.000 mg/dL) may increase the risk of 
IS^SSSST^ ° fTR,C0R mcra *»' on Cueing this risk'has not been 

•i J!? 8 lh ? 1 !?' I is "° l indicated for pa,iems * ilh T n« 1 hyperlipoproteinemia, who have 
elevations of chylomicrons and plasma triglycerides, but who have normal levels of very low 
density lipoprotein (VLDL). Inspection of plasma refrigerated for 14 hours is h5S*b 
distinguishing Type* h IV and V hyperlipoproteinemia* 

,Kn? C ■ nitia ' lrealm t m /° r d - vsIi P idemi a * dietary therapy specific for the type of lipoprotein 
abnormality. Excess body weight and excess alcoholic intake may be import factors £ 

t^^^^ te ^-^^-^any drug therapy. Physical exercise can ' 
be an important ancilJaiy measure. Diseases contributory to hyperlipemia, such as 



SDA 19-304/S-005 



Pg 005 



Page6of!3 
CR 20-01404 DN0530V4 
April 11.2000 

hypothyroidism or diabetes mellitus should be looked for and adequately treated. Estrogen 
therapy, like thiazide diuretics and beta-Mockers, is sometimes associated with massive rises in 
piasma triglycerides, especially in subjects with familial hypertriglyceridemia, in such cases, 
discontinuation of the specific etiologlc agent may obviate the need for specific drug therapv of 
hypertriglyceridemia. 

The use of drugs should be considered only when reasonable attempts have been made to 
obtain satisfactory results with non-drug methods. If the decision is made to use drugs, the 
patient should be instructed that this does not reduce the importance of adhering to diet (See 
WARNINGS and PRECAUTIONS). _ 

Frafriclaon Classification of Hyperlipoproteinemias 



Type 



Lipoprotein Elevated 



Lipid Elevation 
-Major Minor 



I (rare) 
lla 
lib 
III (rare) 

IV 
V(rarel 



C »cK>icsicrpl. 



chylomicrons 

LDL 
LDU.VLDL 
IDL 
VLDL 
chylomicrons. VLDL 



TC 

C 

C 
C.TG 
TG 
TG 



l-C 
TG 
l-C 

T - 



Sterol. 
TG=trigl>cende» 
LDI -low dentin lipoprotein 
VI Dl -\tr\ low denim lipoprotein 
IDI -intermediate dcnsilx lipoprotein 



Definite 
Atherosclerotic Disease' 



The NCEP Treatment Guidelines 
..Two or More Other 



Risk Factors* 



LDL-Cholesterol mg/dL imn^i/iT 



Initiation Level 



*° - ~ — — i 190 (t 4.9)- 

■ " "° Yes 2 160 <a 4.1) 

— Ye$ Yea or No 2 130* (2 3 4) 

!h i^^lT^ " 



Goal 



< I60(<4.l) 

< 130 (< 3.4) 
<100(<2.«) 



cur^'r^^ £ "Tr 7 ^""M* «H«>1 ^ V IMki . rtSyew: fonder my*** prem^re menoruu* without 
m^n^Z^T - "Jf™** CHD in**.*: hype^e^confirmed HdEc^ESS.91 

^'•»; ««««■* Sabtiwl«kfiewrifHDL<ii»Wm|/dLtH.6mn»W.) ^ M 

CONTRAINDICATIONS 

TRICOR is comraindicated in patients who exhibit hypersensitivity to fenofibrate. 

TRICOR is comraindicated in patients with hepatic or severe renal dysfunction, including 
pnman biliary cirrhosis, and patients with unexplained persistent liver function abnormality. 

TRICOR is comraindicated in patiems with preexisting gallbladder disease (see 



WARNINGS 

Liver Function: Fenofibrate at d<*esequtvalem to 1 34 mg to 200 tng TRICOR per day has 
been associated with increases in scrum transaminases [AST (SGOT) or ALT (SGPT51 In a 
pooled analysis of 10 placebo-controlled trials, increases to > 3 times the upper limit of normal 
occurred in 5.3% of patients" taking fenofibrate versus U% of patients treatedwith placebo. 

V. hen transaminase determinations were followed either after discontinuation of treatment or 
daring continued treatment a return to norma) limits was usually observed. The incidence of ■ 
increases in transaminase* related to fenofibrate therapy appear to be dose-related. In an 8-week 
dose-rangmg study, the incidence of ALT or AST elevations to at least three times the upper 
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limit of normal was 13% ^patients receiving dosages equivalent to 134 mg to 200 mgTOCOR 
per day and was 0% in those receiving dosages equivalent to 34 mg or 6^TOCOR^ da\ 

therapy have been reported after exposures of weeks to several years. In cxtremelv rare cases 
crrhosis has been reported in association with chronic active hepatitis ' 

n^nZ^ P T^?l 0nitO ?¥ ° f ,ivCT t™™™' serum ALT (SGPT) should be 

p^vT^^ 

nuunte,n,the pjothrombin time/TNR at the desired tevel to T reZ?SSt rnp]i^^^^ 
Frequent proArombm time/INR determinations are advisable until SSS 
deiermmed that the prothrombin time/INR has stabilized definitely 
Concomitant HMG-CoA reductase inhibitors: The combined use of TRICOR and HMfi 

^^^^^^^.^^^ 

TR.rnp 31 ^ 0 ^ ^ inte ? ction *>* in 23 healthy adults the concomitant administration of 

in a high ^opinim of case! 2 ^ IEEE ' > ""' m ** l ° bi "™- 
Iherapv should be stow? «W**»*>W"i» IS suspected or diagnosed. TRJCQR 

may also applv to TOCOIt pl * ccb,w:on,ro »« ) «»°.eswith these other flbrate drugs 

knot., y?rrWV- «• withou, 

for an addinor^i ™!? ^ Wl * placebo or dofibraf for 5 years and followed 

ZZhv^Jru*"- Th ? ew,sa statistically significant higher age-adjusted al-cauT 

«uc 10 a /„ increase in noiwardiovascular causes, including malignancy. 
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T^^olecystcctomy complications, and pancreatitis. This appeared to confirm the higher risk 
of gallbladder disease seen in clofibrate-treated patients studied in the Coronary Drug Project 

The Helsinki Heart Study was a large (n=4081) study of middle-aged men without a 
history of coronary artery disease. Subjects received cither placebo or gemfibrozil for 5 years 
with z 1 3.5 year open extension afterward. Total mortality was numericallv higher in the 
gemfibrozil randomization group but did not achieve statistical significance (p=0 1 9 9S% 

^b^l^^n^ ^ Although cancer deaths trended nigher in the 

gemfibrozil group (p-0.1 1), cancers (excluding basal cell carcinoma) were diagnosed with equal 
frequency in both study groups. Due to the limited size of the study, the relative risk of death 
from any causewas not shown to be different than that seen in the 9 year follow-up data from 
World HealA Orgamzanon study (RR-1.29). Similarly, the numerical excess of gallbladder 
surgeries m the gemfibrozil group did not differ statistically from that observed in the WHO 

A secondary "prevention component of the Helsinki Heart Study enrolled middle-aged 
men excluded from thepnmary prevention study becausrof known or suspected coronarv heart 
diseaser Subjects^eceived gemfibrozil or placebo for 5 years. Although cardiac deaths trended 
higher in the gemfibrozil group, this was not statistically significant (hazard ratio 2X 95% 
confidence interval: 0.94-5.05). The rate of gallbladder surgery was not statistically significant 
between study groups, but did trend higher in the gemfibrozil group, (1 .9% vs 0 3% D =S 07? 
Then, was a statistically significant difference in tiVnumber of apLdectom^ in the 
gemfibrozil group^6/31 1 vs. 0/317. p=0.029). appenoectomies in the 

PRECAUTIONS. 

Initial therapy: Laboratory studies should be done to ascertain that the lipid levels are 

cZ^^"? 31 5*" inSli . tUli, i 8 ™^ 0R thera Py- Ev «>' ■"«!* ^ould be made to 
control serum lipids with appropriate diet, exercise. **ight loss in obese patients, and control of 

Sd fiSUSS? "552* * me,,5,US md that Wonu^uunTt^ 

ESSSS— to exacerbate hypertriglyceridemia (beta-blocked 

Continued therapy: Periodic determination of serum lipids should be obtained durine initial 
Aerapv ,n order.to establish the lowest effective dose of TRICOR. Thempy should be 
withdrawn :n pat.ents who do not have an adequate response after two months of Dement with 
the maximum recommended dose of200mg per day ireaimcni witn 

1!^?%.?™"**** *** beai in P 31 ™* ^ fenofibrate, gemfibrozil, and 

clofibratc This occurrence may represent a failure of efficacy in patients whh severe 

^%TJTY dlKet ^ efreCt ' W 3 SCCOndar >' Phenon^on rSe^hrough biliary 
tract sione or sludge formation with obstruction of the common bile duct 

mpersemitrvity Reactions: Acute hyperaensitivitvrcactions including severe skin rashes 
requiring pahent hospitalization^nd treatment with steroids have occurred Tv^ ra^uril 
treatment with fenofibrate, including rare spontaneous report S^^Z^tl^c 

fenofibrate and placebo patients respectively in controlled trials. -T 
Hematology Changes: Mild to moderate hemoglobin, hematocrit, and white blood cell 

tXsltf"? i0 ^ f0,, °* in8 ini ^ 0n of fe^fibraTe^p^Howeve-r 
ihese levels stabilize during long-term administration. Extremely rare spontaneous r«>o rt ^f 

TRICOR ^i^^ COU " U ™ IZmonAsof 
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Skeletal muscle: The use of fibrates alone, including TRICOR, may occasionally be associated 
with myopathy. Treatment wjjh drugs of the fibrate class has been associated on rare occasions 
with rhabdomyolysis, usually in patients with impaired renal function. Myopathy should be 
considered in any patient with diffuse myalgias, muscle tenderness or weakness, and/or marked 
elevations of creatine phosphokinase levels. 

Patients should be advised to report promptly unexplained muscle pain, tenderness of" 
weakness, particularly if accompanied by malaise or fever. CPK levels should be assessed in 
patients reporting these symptoms, and fenofibrate therapy should be discontinued if markedly 
elevated CPK levels occur or myopathy is diagnosed. ~~ 

Drug Interactions 

Oral Anticoagulants: CAUTION SHOULD BE EXERCISED WHEN COUMARIN 
- ANTICOAGULANTSARE GIVEN IN CONJUNCTION WITH TRICOR. THE 

DOSAGE OF THE ANTICOAGULANTS SHOULD BE REDUCED TO MAINTAIN THE 
PROTHROMBIN TIME/INR AT THE DESIRED LEVEL TO PREVENT BLEEDING 
COMPLICATIONS. FREQUENT PROTHROMBIN TIME/INR DETERMINATIONS 
ARE ADVISABLE UNTIL IT HAS BEEN DEFINITELY DETERMINED THAT THE 
PROTHROMBIN TIME/INR HAS STABILIZED. 

HMG-CoA reductase inhibitors: The combined use of TRICOR and HMG-CoA reductase 
inhibitors should be avoided unless the benefit of further alterations in lipid levels is likely to 
outweigh the increased risk of this drug combination (see WARNINGS). 
Resins: -Since bile acid sequestrants may bind other drugs given concurrently, patients should 
take TRICOR at least 1 hour before or 4-6 hours after a bile acid binding resin to avoid impeding 
its absorption. - _. 

Cyclosporins: Because cyclosporin can produce nephrotoxicity with decreases in creatinine 
clearance and rises in scrum creatinine, and because renal excretion is the primary elimination 
route of fibrate drugs including TRICOR. there is a risk that an interaction will-lead to 
_ deterioration. The benefits and risks of using TRICOR with immunosuppressants and other 
potentially nephrotoxic agents should be carefully considered, and the lowest effective dose 
employed. 

Carcinogenesis, Mutagenesis, Impairment of Fertility : In a 24-month study in rats ( 1 0, 45, 
and 200 mg/kg: 0.3. 1, and 6 times the maximum recommended human dose on the basis of 
mg/meter of surface area), the incidence of liver carcinoma was significantly increased at 6 
times the maximum recommended human dose in males and females. A statistically significant 
increase in pancreatic carcinomas occurred in males at 1 and 6 times the maximum 
recommended human dose; there were also increases in pancreatic adenomas and benign 
testicular interstitial cell tumors at 6 times the maximum recommended human dose in males In 
a second 24-month study in a different strain of rats (doses of 10 and 60 mg/kg; 0.3 and 2 times 
the maximum recommended human dose based on mg/meter 2 surface area), there were 
significant increases in the incidence of pancreatic acinar adenomas in both sexes and increases 
in interstitial cell tumors of the testes at 2 times the maximum recommended human dose. 

A comparative carcinogenicity study was done in rats comparing three drugs: fenofibrate 
tfO-and 70 mg/kg: 0.3 and 1 .6 times the maximum recommended human dose), clofifarate (400 
mg/kg: 1.6 times the human dose), and gemfibrozil (250 mg/kg; 1.7 times the human-dose) 
•multiples based ornng/meter surface area). Pancreatic acinar adenomas were increased in 
males and females on fenofibrate: hepatocellular carcinoma and pancreatic acinar adenomas 
were increased in males and hepatic neoplastic nodules in females treated with clofibrate; hepatic, 
neoplastic nodules were increased in males and females treated with gemfibrozil while4esticular 
interstitial cell tumors were increased in males on all three drugs.. 
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In a 21 -month study m mice at doses of 10, 45, and 200 mg/kg (approximately 0.2, 0 7 
and 3 times the maximum recommended human dose on the basis of rag/meter 2 surface area) 
there were statistically significant increases in liver carcinoma at 3 times the maximum 
recommended human dose in both males and females. In a second 1 8-month study at the same 
doses, there was a significant increase in liver carcinoma in male mice and liver adenoma in 

female mice at 3 times the maximum recommended human dose. . 

r ^J ectron . microsco Py audi« have demonstrated peroxisomal proliferation following 
fenofibrate administration to the rat An adequate study to test for peroxisome proliferation in 
humans has not been done, but changes in peroxisome-morphology and numbers have been 
observed m humans after treatment with other members of the fibrate class when liver biopsies 
^were compared before and after treatment in the same individual. 

fenofibrate hasten demonstrated to be devoid of mutagenic potential in the following 
tests: Ames, mouse lymphoma, chromosomal aberration and unscheduled DNA synthesis. 

Pregnancy Category C: Fenofibrate has been shown to be embryocidal and teratogenic in rats 
when given m doses 7 to 10 times the maximum recommended human dose and embrvocidalin 
rabbits when given at 9 times the maximum recommended human dose (on the basis of 
mg/meter' surface area). There are no adequate and well-controlled studies in pregnant women 
Fenofibrate should be used during pregnancy only if the potential benefit justifies the potential * 
risk to the fetus. 

Administration of 9 times the maximum recommended human dose of fenofibrate to 
female rats before and throughout gestation caused 100% of dams to delay delivery and resulted 
in a 60/o increase in post-implantation loss, a decrease in litter size, a decrease in birth weight, a 
40 survival of pups at birth, a 4% survival of pups as neonates, and a 0% survival of pups to 
weaning, and an increase in spina bifida. 

Administration of 1 0 times the maximum recommended human dose to female rats on 
days 6-15 of gestation caused an increase in gross, visceral and skeletal findings in fetuses 
IT,? head/hunched shoulders/rounded body/abnormal chest, kyphosis, stunted fetuses, 
elongated sternal nbs. malformed stemebrae. extra foramen in palatine, misshapen vertebrae. - 
supernumerary nbs). 

Administration of 7 times the maximum recommended human dose to female rats from 
day 15 of gestanon through weaning caused a delay in delivery, a 40% decrease in live births, a 
75 /o decrease in neonatal survival, and^ecreases in pup weight, at birth as well as on days 4 and 
-i post-pan um. - 

Administration of 9 and 18 times the maximum recommended human dose to female 
retomn^h "T" , ^ f ^ m f s « 9 ^esand25%ofdamsat 1 8 times the maximum 
h^mrTs? 0ff - 31 1 8 to—temrtmum recommended ~ 

Nursing mothers: Fenofibrate should not be used in nursing mothers. Because of the potential 
tor tumongenicity seen in animal studies, a decision should be made whether to discontinue- 
nursing or to discontinue the drug. 

Pediatric Use: Safety and efficacy in pediatric patients have not been established. ' 

Geriatric Use: Fenofibric acid is known to be substantially excreted by the kidney amhhe risk 
of adverse reactions to this drug may be greater in patients with impaired renal functioT^ ' 
d^ sdectit y mmtS ^ mm m * 10 decreased renal function, care should be taken in 
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ADVERSE REACTIONS - 

^"SI^u^fT* T™* KpOIted by 2% 0r * treated with fenofibrate during 

the double-blind placetx^ntroUed trials, regardless of causality, axe listed in the table below 
Adverse events led to discontinuation of treatment in 5.0% of patients treated with fenofibrate 
and in 3.0% treated with placebo. Increases in liver function tests were the most frequent events 
causing discontinuation of fenofibrate treatment in 1 .6% of patients in double-blind rials 



BODY SYSTEM 
Advene Event 
BODY ASA WHOLE 





Placebo 


(N-439) 


(N-36S) 


4 6% 


4.4% 


XML 


" -2:3% 


22% 


2.7% 


2.1% 


3.0% 


2.1%- 


2.7% 


7.5%" 


1.4% 


2.3% 


1.1% 


2.3% 


1.9% 


2.1% 


1.4% 


~3.0% 


1.6% 


3.0% 


1.4% 


3.4% 


0.5% 


62% . 


5.5% - 


2.3% 


• 1.1% 



Abdominal Pain 
Back Pain ^ 
Headache J 
Asthenia — 

-Flu Syndrome 

DIGESTIVE 

Liver Function Tests Abnormal 

Diarrhea 

Nausea 

Constipation 

METABOLIC AND NUTRITIONAL DISORDERS 

SGPT Increased - 
Creatine Phosphokinase Increased 
SCOT increased 
RESPIRATORY 
Respiratory Disorder 

R hinitis ~ 

uwig* etpiiviteni toJto m| TMUK — 



Stpuficsiih different from Pltcefao 



rt^Sfn 1 VCTSC CVe 'fJ epQncd ^ *»e or more patients in placebo-controlled trials or 
reported in other controlled or open trials, regardless of causality 'are listed below. 

Z!!!!Z? A W u 0LE: ^ infection, malaise, allergic reaction, cyst 

hemuL fever, photosenstrivity reaction, and accidental injury. y ' 

tooSvT^J 3 ™*" P"*** »yP™Son, vasodilatation, coronary artery 

LdiaS,^ eructauon. gamma gluuimyl transpeptidase, nausea, vomiting. 

- ENQOCR/S'E SYSTEM: Diabetes mellitus 

METABOLIC AND NUTXJTIOSM D1SOKDEJIS. Creatinine increased, weinht wta. 
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NERVOUS SYSTEM: Dizziness, insomnia, depression, vertigd, libido decreased, anxiety! ' ' ™° 
paresthesia, dry mouth, hypertonia, nervousness, neuralgia, and somnolence. 
RESPIRATORY SYSTEM: Pharyngitis, bronchitis, cough increased, dyspnea, asthma, 
pneumonia, laryngitis, and sinusitis. 

SKIN AND APPENDAGES: Rash, pruritis, eczema, herpes zoster, urticaria, acne, sweating . 
fungal dermatitis, sbn disorder, alopecia, contact dermatitis, herpes simplex, maculopapular 
rash, nail disorder, and skin ulcer. 

SPECIAL SENSES: Conjunctivitis, eye disorder, amblyopia, ear pain, otitis media, abnormal 
vision, cataract specified, and refraction disorder. _~ 
UROGENITAL SYSTEM: Urinary frequency, prostatic disorder, dysuria; kidney function 
_ abnMmal - urolithiasis, gynecomastia, unintended pregnancy, vaginal moniliasis, and cystitis. 

OVERDOSAGE f~ ~ " 

There is no specific treatment for overdose with TRICOR. General supportive care of the patient 
is indicated, including monitoring of vital signs and observation of clinical status, should an 
overdose occur. If indicated, elimination of unabsorbed drug should be achieved by emesis or 
gas^c lavage: usual precautions should be observed to maintain the airway. Because fenofibrate 
is highly bound to plasma proteins, hemodialysis should not be considered. 

DOSAGE AND ADMINISTRATION 

Patients should be placed on an appropriate lipid-lowering diet before receiving TRICOR. and 
should continue this diet during treatment with TRICOR. TRICOR should be given with meals 
thereby optimizing the bioavailability of the medication. 

Kv JLr *f tt ! atm J sn ? °^ adu,t P**™* Primary hypercholesterolemia or mixed 
nyperlipidemia. the initial dose of TRICOR is 200 mg per day 

shlu^***? ^* hyPfri^yceridemia. the initial dose is 67-to 200 mgper day. Dosage 
SI' mdm ^?? 10 r«ponse. and should be adjusted IfWssary " 

fcHowmg repeat hpid determmations at 4 to 8 week intervals. The maximum dose is 200 mg per 

bJStS^ ™ C0 * ^ u,d * ''^ated at a dose of 67 mg/day in patients having 
2d « JT? ^ Ti mC Tf 0nly ofthc on renal function and 

Linfd W 1 I Sui" ** ** ^ ,ikcwise * "mited to 67 mg/day. 

^JLipid levels should be monitored periodically and consideration should be eiven to reducing 
the dosagt -of rRICOR if lipid levels fall signifiintly below the larg^e * 

HOW SUPPLIED 

™COR« (fenofibrate capsules), micronized. is available as hard gelatin capsules in three 

67 mg yelk™ capsules, imprinted with B on cap and Abbo-Code identification letters FR on 
(^DC M7^34^f K ° f 90 W*™^-** «nd Abbo-Pac packages ofToT 

TOA 19-3O4/S-00S ~~ 012 
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Storage - - 

Store at controlled room temperature, 15-30"C (59-86°F). Keep out of the reach of children. 
Protect from moisture. 

Manufactured for Abbott Laboratories; North Chicago, IL 60064, U.S.A. bv Laboratoires 
Founuer.SA., 21300 Chendve, France 

Made in France 
REFERENCES 

1 . GOLDBERG AC, etjal. Fenofibrate for the Treatment of Type IV and V 
Hyperiipoprotememias: A Double-Blind, Placebo-Controlled Multicenter US Study. Clinical 
Therapeutics, 1 1, pp. 69-83, 1989. 

2 NIKKlLA-EA-.Familial Lipoprotein Lipase Deficiency and Related Disorders of Chylomicron "■ 
Metabohsm. In Stanbury LB., et at. (ejds.): The Metabolic Basis of Inherited Disease, 5th edition 
McGraw-Hill, 1 983, Chap. 30, pp. 622-642. 

3. BROWN WV. ei al. Effects of Fenofibrate on Plasma Lipids: Double-Blind. Multicenter 
Study In Pauents with Type HA or IIB Hyperlipidemia. Arteriosclerosis. 6. pp. 670-678. 1986. 
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TRICOR® 

(fenofibrate tablets) 



R x Only 

DESCRIPTION 

TRICOR (fenofibrate tablets), is a lipid regulating agent available as tablets for oral administration. 
Each tablet contains 54 mg or 160 mg of fenofibrate. The chemical name for fenofibrate is 2-[4-(4- 
chlorobenzoyl) phenoxy]-2-methyl -propanoic acid, 1-methylethyl ester with the following structural 
formula: 




The empirical formula is C 2 oH 2 i0 4 Cl and the molecular weight is 360.83; fenofibrate is insoluble in 
water. The melting point is 79-82°C. Fenofibrate is a white solid which is stable under ordinary 
conditions. 

Inactive Ingredients: Each tablet contains colloidal silicon dioxide, crospovidone, lactose 
monohydrate, lecithin, microcrystalline cellulose, polyvinyl alcohol, povidone, sodium lauryl sulfate, 
sodium stearyl fumarate, talc, titanium dioxide, and xanthan gum. 
In addition, individual tablets contain: 

54 mg tablets: D&C Yellow No. 10, FD&C Yellow No. 6, FD&C Blue No. 2. 
CLINICAL PHARMACOLOGY 

A variety of clinical studies have demonstrated that elevated levels of total cholesterol (total-C), low 
density lipoprotein cholesterol (LDL-C), and apolipoprotein B (apo B), an LDL membrane complex, 
are associated with human atherosclerosis. Similarly, decreased levels of high density lipoprotein 
cholesterol (HDL-C) and its transport complex, apolipoprotein A (apo Al and apo All) are associated 
with the development of atherosclerosis. Epidemiologic investigations have established that 
cardiovascular morbidity and mortality vary directly with the level of total-C, LDL-C, and 
triglycerides, and inversely with the level of HDL-C. The independent effect of raising HDL-C or 
lowering triglycerides (TG) on the risk of cardiovascular morbidity and mortality has not been 
determined. 

Fenofibric acid, the active metabolite of fenofibrate, produces reductions in total cholesterol, 
LDL cholesterol, apolipoprotein B, total triglycerides and triglyceride rich lipoprotein (VLDL) in 
treated patients. In addition, treatment with fenofibrate results in increases in high density lipoprotein 
(HDL) and apoproteins apoAI and apoAH. 

The effects of fenofibric acid seen in clinical practice have been explained in vivo in transgenic 
mice and in vitro in human hepatocyte cultures by the activation of peroxisome proliferator activated 
receptor a (PPARa). Through this mechanism, fenofibrate increases lipolysis and elimination of 



triglyceride-rich particles from plasma by activating lipoprotein lipase and reducing production of 
apoprotein C-III (an inhibitor of lipoprotein lipase activity). 

The resulting fall in triglycerides produces an alteration in the size and composition of LDL from 
small, dense particles (which are thought to be atherogenic due to their susceptibility to oxidation), to 
large buoyant particles. These larger particles have a greater affinity for cholesterol receptors and are 
catabolized rapidly. Activation of PPARct also induces an increase in the synthesis of apoproteins A-I, 
A-II and HDL-cholesterol. 

Fenofibrate also reduces serum uric acid levels in hyperuricemic and normal individuals by 
increasing the urinary excretion of uric acid. 

Pharmacokinetics/Metabolism 

Plasma concentrations of fenofibric acid after administration of 54 mg and 1 60 mg tablets are 

equivalent under fed conditions to 67 and 200 mg capsules, respectively. 

Absorption 

The absolute bioavailability of fenofibrate cannot be determined as the compound is virtually insoluble 
in aqueous media suitable for injection. However, fenofibrate is well absorbed from the 
gastrointestinal tract. Following oral administration in healthy volunteers, approximately 60% of a 
single dose of radiolabeled fenofibrate appeared in urine, primarily as fenofibric acid and its 
glucuronate conjugate, and 25% was excreted in the feces. Peak plasma levels of fenofibric acid occur 
within 6 to 8 hours after administration. 

The absorption of fenofibrate is increased when administered with food. With fenofibrate 
tablets, the extent of absorption is increased by approximately 35% under fed as compared to fasting 
conditions. 
Distribution 

In healthy volunteers, steady-state plasma levels of fenofibric acid were shown to be achieved within 5 
days of dosing and did not demonstrate accumulation across time following multiple dose 
administration. Serum protein binding was approximately 99% in normal and hyperlipidemic subjects. 
Metabolism 

Following oral administration, fenofibrate is rapidly hydrolyzed by esterases to the active metabolite, 
fenofibric acid; no unchanged fenofibrate is detected in plasma 

Fenofibric acid is primarily conjugated with glucuronic acid and then excreted in urine. A 
small amount of fenofibric acid is reduced at the carbonyl moiety to a benzhydrol metabolite which is, 
in turn, conjugated with glucuronic acid and excreted in urine. 

In vivo metabolism data indicate that neither fenofibrate nor fenofibric acid undergo oxidative 
metabolism (e.g., cytochrome P450) to a significant extent. 
Excretion 

After absorption, fenofibrate is mainly excreted in the urine in the form of metabolites, primarily 
fenofibric acid and fenofibric acid glucuronide. After administration of radiolabeled fenofibrate, 
approximately 60% of the dose appeared in the urine and 25% was excreted in the feces. 

Fenofibric acid is eliminated with a half-life of 20 hours, allowing once daily administration in 
a clinical setting. 

Special Populations 

Geriatrics 

In elderly volunteers 77 - 87 years of age, the oral clearance of fenofibric acid following a single oral 
dose of fenofibrate was 1 .2 L/h, which compares to 1 . 1 L/h in young adults. This indicates that a 
similar dosage regimen can be used in the elderly, without increasing accumulation of the drug or 



metabolites. 
Pediatrics 

TRICOR has not been investigated in adequate and well-controlled trials in pediatric patients. 
Gender 

No pharmacokinetic difference between males and females has been observed for fenofibrate. 
Race 

The influence of race on the pharmacokinetics of fenofibrate has not been studied, however fenofibrate 
is not metabolized by enzymes known for exhibiting inter-ethnic variability. Therefore, inter-ethnic 
pharmacokinetic differences are very unlikely. 
Renal insufficiency 

In a study in patients with severe renal impairment (creatinine clearance < 50 mL/min), the rate of 
clearance of fenofibric acid was greatly reduced, and the compound accumulated during chronic 
dosage. However, in patients having moderate renal impairment (creatinine clearance of 50 to 
90 mL/min), the oral clearance and the oral volume of distribution of fenofibric acid are increased 
compared to healthy adults (2. 1 L/h and 95 L versus 1 . 1 L/h and 30 L, respectively). Therefore, the 
dosage of TRICOR should be minimized in patients who have severe renal impairment, while no 
modification of dosage is required in patients having moderate renal impairment. 
Hepatic insufficiency 

No pharmacokinetic studies have been conducted in patients having hepatic insufficiency. 
Drug-drug interactions 

In vitro studies using human liver microsomes indicate that fenofibrate and fenofibric acid are not 
inhibitors of cytochrome (CYP) P450 isoforms CYP3A4, CYP2D6, CYP2E1, or CYP1A2. They are 
weak inhibitors of CYP2C19 and CYP2A6, and mild-to-moderate inhibitors of CYP2C9 at therapeutic 
concentrations. 

Potentiation of coumarin-type anticoagulants has been observed with prolongation of the 
prothrombin time/INR. 

Bile acid sequestrants have been shown to bind other drugs given concurrently. Therefore, 
fenofibrate should be taken at least 1 hour before or 4-6 hours after a bile acid binding resin to avoid 
impeding its absorption. (See WARNINGS and PRECAUTIONS). 

Clinical Trials 

Hypercholesterolemia (Heterozygous Familial and Nonfamilial) and Mixed Dyslipidemia 
(Fredrickson Types Ha and lib) 

The effects of fenofibrate at a dose equivalent to 160 mg TRICOR per day were assessed from four 
randomized, placebo-controlled, double-blind, parallel-group studies including patients with the 
following mean baseline lipid values: total-C 306.9 mg/dL; LDL-C 213.8 mg/dL; HDL-C 52.3 mg/dL; 
and triglycerides 191.0 mg/dL. TRICOR therapy lowered LDL-C, Total-C, and the LDL-C/HDL-C 
ratio. TRICOR therapy also lowered triglycerides and raised HDL-C (see Table 1). 



Table 1 

Mean Percent Change in Lipid Parameters at End of Treatment 1 



Treatment Group 


Total-C 


LDL-C 


HDL-C 


TG 


Pooled Cohort 

Mean baseline lipid values (n—646) 
All FEN (n=361) 
Placebo (n=285) 


ouo.y rng/uLv 
-18.7%* 
-0.4% 


oil 8 

mg/dL 
-20.6%* 
-2.2% 


J Z.J rng/tVL 
+11.0%* 

+0.7% 


IV l.U 

mg/dL 
-28.9%* 
+7.7% 


Baseline LDL-C > 160 mg/dL and 
TG < 150 mg/dL (Type Da) 
Mean baseline lipid values (n=334) 
All FEN (n=193) 
Placebo (n=141) 


307.7 mg/dL 
-22.4%* 
+0.2% 


227.1 
mg/dL 
-31.4%* 
-2.2% 


58.1 mg/dL 
+9.8%* 
+2.6% 


101.7 
mg/dL 
-23.5%* 
+11.7% 


Baseline LDL-C > 160 mg/dL and 
TG> 150 mg/dL (Type lib) 
Mean baseline lipid values (n=242) 
All FEN (n=126) 
Placebo (n=l 16) 


312.8 mg/dL 
-16.8%* 
-3.0% 


219.8 
mg/dL 
-20.1%* 
-6.6% 


46.7 mg/dL 
+14.6%* 
+2.3% 


231.9 
mg/dL 
-35.9%* 
+0.9% 



T Duration of study treatment was 3 to 6 months. 
* p - O.05 vs. Placebo 



In a subset of the subjects, measurements of apo B were conducted. TRICOR treatment significantly 
reduced apo B from baseline to endpoint as compared with placebo (-25.1% vs. 2.4% ; pO.OOOl, 
n=213 and 143 respectively). 

Hypertriglyceridemia (Fredrickson Type IV and V) 

The effects of fenofibrate on serum triglycerides were studied in two randomized, double-blind, 
placebo-controlled clinical trials 1 of 147 hypertriglyceridemic patients (Fredrickson Types IV and V). 
Patients were treated for eight weeks under protocols that differed only in that one entered patients with 
baseline triglyceride (TG) levels of 500 to 1500 mg/dL, and the other TG levels of 350 to 500 mg/dL. 
In patients with hypertriglyceridemia and normal cholesterol emia with or without 
hyperchylomicronemia(Type IV/V hyperlipidemia), treatment with fenofibrate at dosages equivalent 
to 1 60 mg TRICOR per day decreased primarily very low density lipoprotein (VLDL) triglycerides and 
VLDL cholesterol. Treatment of patients with Type IV hyperlipoproteinemia and elevated triglycerides 
often results in an increase of low density lipoprotein (LDL) cholesterol (see Table 2). 



Table 2 



Effects of TRICOR in 



d tu ay l 


Placebo 


TRICOR 


Baseline TG 
levels J5U to 4yy 
mg/OL 


N 


Baselin 
e 

(Mean) 


Endpoin 
t (Mean) 


% 
Change 
(Mean) 


N 


Baselin 
e 

(Mean) 


Endpoin 
t (Mean) 


% 
Change 
(Mean) 


i ngiycenues 


28 


449 


450 


-0.5 


27 


432 


223 


-46.2* 


vi ni 


19 


367 


350 


2.7 


19 


350 


178 


-44.1* 


Triglycerides 


















i oioJ cnoiesieroi 


28 


255 


261 


2.8 


27 


252 


227 


-9.1* 


riuL Lnoiesterol 


28 


35 


36 


4 


27 


34 


40 


19.6* 


ujjl cnoiesteroi 


28 


120 


129 


12 


27 


128 


137 


14.5 


VI TM 
V LJJL 


27 


99 


99 


5.8 


27 


92 


46 


-44.7* 


dioiesxeroi 


















olUQy Z 


Placebo 


TRICOR 


isaseiine 1 fj 


N 


Baselin 


Endpoin 


% 


N 


Baselin 


Endpoin 


% 


levels 500 to 




e 


t (Mean) 


Change 




e 


t(Mean) 


Change 


1500 mg/dL 




(Mean) 




(Mean) 




(Mean) 




(Mean) 


Triglycerides 


44 


710 


750 


7.2 


48 


726 


308 


-54.5* 


VLDL 


29 


537 


571 


18.7 


33 


543 


205 


-50.6* 


Triglycerides 


















Total Cholesterol 


44 


272 


271 


0.4 


48 


261 


223 


-13.8* 


HDL Cholesterol 


44 


27 


28 


5.0 


48 


30 


36 


22.9* 


LDL Cholesterol 


42 


100 


90 


-4.2 


45 


103 


131 


45.0* 


VLDL 


42 


137 


142 


11.0 


45 


126 


54 


-49.4* 


Cholesterol 



















-p<0.05 vs. Placebo 

The effect of TRICOR on cardiovascular morbidity and mortality has not been determined 

INDICATIONS AND USAGE 

Treatment of Hypercholesterolemia 

TRICOR is indicated as adjunctive therapy to diet to reduce elevated LDL-C, Total -C, Triglycerides 
and Apo B, and to increase HDL-C in adult patients with primary hypercholesterolemia or mixed 
dyslipidemia (Fredrickson Types Ha and lib). Lipid-altering agents should be used in addition to a diet 
restricted in saturated fat and cholesterol when response to diet and non-pharmacological interventions 
alone has been inadequate (see National Cholesterol Education Program [NCEP] Treatment 
Guidelines, below). 



Treatment of Hypertriglyceridemia 

TRICOR is also indicated as adjunctive therapy to diet for treatment of adult patients with 
hypertriglyceridemia (Fredrickson Types IV and V hyperlipidemia). Improving glycemic control in 
diabetic patients showing fasting chylomicronemia will usually reduce fasting triglycerides and 
eliminate chylomicronemia thereby obviating the need for pharmacologic intervention. 

Markedly elevated levels of serum triglycerides (e.g. > 2,000 mg/dL) may increase the risk of 
developing pancreatitis. The effect of TRICOR therapy on reducing this risk has not been adequately 
studied. 



Drug therapy is not indicated for patients with Type I hyperlipoproteinemia, who have elevations of 
chylomicrons and plasma triglycerides, but who have normal levels of very low density lipoprotein 
(VLDL). Inspection of plasma refrigerated for 14 hours is helpful in distinguishing Types I, IV and V 
hyperlipoproteinemia 2 . 

The initial treatment for dyslipidemia is dietary therapy specific for the type of lipoprotein 
abnormality. Excess body weight and excess alcoholic intake may be important factors in 
hypertriglyceridemia and should be addressed prior to any drug therapy. Physical exercise can be an 
important ancillary measure. Diseases contributory to hyperlipidemia. such as hypothyroidism or 
diabetes mellitus should be looked for and adequately treated. Estrogen therapy, thiazide diuretics and 
beta-blockers, are sometimes associated with massive rises in plasma triglycerides, especially in 
subjects with familial hypertriglyceridemia. In such cases, discontinuation of the specific etiologic 
agent may obviate the need for specific drug therapy of hypertriglyceridemia. 

The use of drugs should be considered only when reasonable attempts have been made to obtain 
satisfactory results with non-drug methods. If the decision is made to use drugs, the patient should be 
instructed that this does not reduce the importance of adhering to diet. (See WARNINGS and 
PRECAUTIONS). 



Fredrickson Classification of Hyperlipoproteinemias 






Lipid Elevation 


Type 


Lipoprotein Elevated 


Major 


Minor 


I (rare) 


chylomicrons 


TG 


!~C 


Ha 


LDL 


C 




lib 


LDL, VLDL 


C 


TG 


ffl (rare) 


IDL 


C,TG 




IV 


VLDL 


TG 


1-C 


V (rare) 


chylomicrons, VLDL 


TG 


t- 



C~cholcstcrol 
TG= triglycerides 
LDL=low density lipoprotein 
VLDL=vcry low density, lipoprotein 
IDL= intermediate density lipoprotein 



NCEP Treatment Guidelines: LDL-C Goals and Cutpoints for Therapeutic Lifestyle 
Changes and Drug Therapy in Different Risk Categories 



Risk Category 


LDL 
Goal 
(mg/dL) 


LDL Level at Which to 
Initiate Therapeutic 
Lifestyle Changes 
(mg/dL) 


LDL Level at Which to 
Consider Drug Therapy 
(mg/dL) 


CHD r or CHD 
risk equivalents 
(10-years risk 
>20%) 


<100 


>100 


>130 

(100-129:drug optional) n 


2+ Risk Factors 
(10-year risk 
<20%) 


<130 


>130 


10-year risk 10%-20%: >130 
10-year risk <!()%: >160 


0-1 Risk Factor™ 


<160 


>160 


>190 

(160-189: LDL-lowering drug 
optional) 



' CHD = coronary heart disease 

t1 " Some authorities recommend use of LDL-lowering drugs in this category if an LDL-C level of 
<100 mg/dL cannot be achieved by therapeutic lifestyle changes. Others prefer use of drugs that 
primarily modify triglycerides and HDL-C, e.g., nicotinic acid or fibrate. Clinical judgment also 
may call for deferring drug therapy in this subcategory. 

nt Almost all people with 0-1 risk factor have 10-year risk <10%; thus, 10-year risk assessment in 
people with 0-1 risk factor is not necessaiy . 

After the LDL-C goal has been achieved, if the TG is still >200 mg/dL, non HDL-C (total-C minus 
HDL-C) becomes a secondary target of therapy. Non-HDL-C goals are set 30 mg/dL higher than LDL- 
C goals for each risk category. 

CONTRAINDICATIONS 

TRICOR is contraindicated in patients who exhibit hypersensitivity to fenofibrate. 

TRICOR is contraindicated in patients with hepatic or severe renal dysfunction, including 
primary biliary cirrhosis, and patients with unexplained persistent liver function abnormality. 

TRICOR is contraindicated in patients with preexisting gallbladder disease (see WARNINGS). 

WARNINGS 

Liver Function: Fenofibrate at doses equivalent to 107 mg to 160 mg TRICOR per day has been 
associated with increases in serum transaminases [AST (SGOT) or ALT (SGPT)}. In a pooled analysis 
of 10 placebo-controlled trials, increases to > 3 times the upper limit of normal occurred in 5.3% of 
patients taking fenofibrate versus 1.1% of patients treated with placebo- 

When transaminase determinations were followed either after discontinuation of treatment or 
during continued treatment, a return to normal limits was usually observed. The incidence of increases 
in transaminases related to fenofibrate therapy appear to be dose related. In an 8-week dose-ranging 
study, the incidence of ALT or AST elevations to at least three times the upper limit of normal was 
13% in patients receiving dosages equivalent to 107 mg to 160 mg TRICOR per day and was 0% in 
those receiving dosages equivalent to 54 mg or less TRICOR per day, or placebo. Hepatocellular, 
chronic active and cholestatic hepatitis associated with fenofibrate therapy have been reported after 
exposures of weeks to several years. In extremely rare cases, cirrhosis has been reported in association 
with chronic active hepatitis. 

Regular periodic monitoring of liver function, including serum ALT (SGPT) should be performed 
for the duration of therapy with TRICOR, and therapy discontinued if enzyme levels persist above 
three times the normal limit. 

Cholelithiasis: Fenofibrate, like clofibrate and gemfibrozil, may increase cholesterol excretion into 
the bile, leading to cholelithiasis. If cholelithiasis is suspected, gallbladder studies are indicated. 
TRICOR therapy should be discontinued if gallstones are found. 

Concomitant Oral Anticoagulants: Caution should be exercised when anticoagulants are given in 
conjunction with TRICOR because of the potentiation of coumarin-type anticoagulants in prolonging 
the prothrombin time/INR. The dosage of the anticoagulant should be reduced to maintain the 
prothrombin time/INR at the desired level to prevent bleeding complications. Frequent prothrombin 
time/INR determinations are advisable until it has been definitely determined that the prothrombin 
time/INR has stabilized. 

Concomitant HMG-CoA Reductase Inhibitors: The combined use of TRICOR and HMG-CoA 
reductase inhibitors should be avoided unless the benefit of further alterations in lipid levels is likely to 
outweigh the increased risk of this drug combination. 
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In a single-dose drug interaction study in 23 healthy adults the concomitant administration of 
TRICOR and pravastatin resulted in no clinically important difference in the pharmacokinetics of 
fenofibric acid, pravastatin or its active metabolite 3a-hydroxy iso-pravastatin when compared to either 
drug given alone. 

The combined use of fibric acid derivatives and HMG-CoA reductase inhibitors has been 
associated, in the absence of a marked pharmacokinetic interaction, in numerous case reports, with 
rhabdomyolysis, markedly elevated creatine kinase (CK) levels and myoglobinuria, leading in a high 
proportion of cases to acute renal failure. 

The use of fibrates alone, including TRICOR, may occasionally be associated with myositis, 
myopathy, or rhabdomyolysis. Patients receiving TRICOR and complaining of muscle pain, 
tenderness, or weakness should have prompt medical evaluation for myopathy, including serum 
creatine kinase level determinatioa If myopathy/myositis is suspected or diagnosed, TRICOR therapy 
should be stopped. 

Mortality: The effect of TRICOR on coronary heart disease morbidity and mortality and non- 
cardiovascular mortality has not been established. 

Other Considerations: In the Coronary Drug Project, a large study of post myocardial infarction of 
patients treated for 5 years with clofibrate, there was no difference in mortality seen between the 
clofibrate group and the placebo group. There was however, a difference in the rate of cholelithiasis 
and cholecystitis requiring surgery between the two groups (3.0% vs. 1 .8%). 

Because of chemical, pharmacological, and clinical similarities between TRICOR (fenofibrate 
tablets), Atromid-S (clofibrate), and Lopid (gemfibrozil), the adverse findings in 4 large randomized, 
placebo-controlled clinical studies with these other fibrate drugs may also apply to TRICOR. 

In a study conducted by the World Health Organization (WHO), 5000 subjects without known 
coronary artery disease were treated with placebo or clofibrate for 5 years and followed for an 
additional one year. There was a statistically significant, higher age-adjusted all-cause mortality in the 
clofibrate group compared with the placebo group (5.70% vs. 3.96%, p=<0.01). Excess mortality was 
due to a 33% increase in non-cardiovascular causes, including malignancy, postcholecystectomy 
complications, and pancreatitis. This appeared to confirm the higher risk of gallbladder disease seen in 
clofibrate-treated patients studied in the Coronary Drug Project. 

The Helsinki Heart Study was a large (n=4081) study of middle-aged men without a history of 
coronaiy artery disease. Subjects received either placebo or gemfibrozil for 5 years, with a 3.5 year 
open extension afterward. Total mortality was numerically higher in the gemfibrozil randomization 
group but did not achieve statistical significance (p=0. 19, 95% confidence interval for relative risk 
G:P=.91-1.64). Although cancer deaths trended higher in the gemfibrozil group (p=0.11), cancers 
(excluding basal cell carcinoma) were diagnosed with equal frequency in both study groups. Due to 
the limited size of the study, the relative risk of death from any cause was not shown to be different 
than that seen in the 9 year follow-up data from World Health Organization study (RR=1.29). 
Similarly, the numerical excess of gallbladder surgeries in the gemfibrozil group did not differ 
statistically from that observed in the WHO study. 

A secondary prevention component of the Helsinki Heart Study enrolled middle-aged men 
excluded from the primary prevention study because of known or suspected coronary heart disease. 
Subjects received gemfibrozil or placebo for 5 years. Although cardiac deaths trended higher in the 
gemfibrozil group, this was not statistically significant (hazard ratio 2.2, 95% confidence interval: 
0.94-5.05). The rate of gallbladder surgery was not statistically significant between study groups, but 
did trend higher in the gemfibrozil group, (1.9% vs. 0.3%, p=0.07). There was a statistically significant 
difference in the number of appendectomies in the gemfibrozil group (6/3 1 1 vs. 0/3 1 7, p=0.029). 




PRECAUTIONS 

Initial therapy: Laboratory studies should be done to ascertain that the lipid levels are consistently 
abnormal before instituting TRICOR therapy. Every attempt should be made to control serum lipids 
with appropriate diet, exercise, weight loss in obese patients, and control of any medical problems such 
as diabetes mellitus and hypothyroidism that are contributing to the lipid abnormalities. Medications 
known to exacerbate hypertriglyceridemia (beta-blockers, thiazides, estrogens) should be discontinued 
or changed if possible prior to consideration of triglyceride-lowering drug therapy. 
Continued therapy: Periodic determination of serum lipids should be obtained during initial therapy 
in order to establish the lowest effective dose of TRICOR. Therapy should be withdrawn in patients 
who do not have an adequate response after two months of treatment with the maximum recommended 
dose of 160 mg per day. 

Pancreatitis: Pancreatitis has been reported in patients taking fenofibrate, gemfibrozil, and clofibrate. 
This occurrence may represent a failure of efficacy in patients with severe hypertriglyceridemia, a 
direct drug effect, or a secondary phenomenon mediated through biliary tract stone or sludge formation 
with obstruction of the common bile duct. 

Hypersensitivity Reactions: Acute hypersensitivity reactions including severe skin rashes requiring 
patient hospitalization and treatment with steroids have occurred very rarely during treatment with 
fenofibrate, including rare spontaneous reports of Stevens-Johnson syndrome, and toxic epidermal 
necrolysis. Urticaria was seen in 1 . 1 vs. 0%, and rash in 1 .4 vs. 0.8% of fenofibrate and placebo 
patients respectively in controlled trials. 

Hematologic Changes: Mild to moderate hemoglobin, hematocrit, and white blood cell decreases 
have been observed in patients following initiation of fenofibrate therapy. However, these levels 
stabilize during long-term administration. Extremely rare spontaneous reports of thrombocytopenia and 
agranulocytosis have been received during post-marketing surveillance outside of the U.S. Periodic 
blood counts are recommended during the first 12 months of TRICOR administration. 
Skeletal muscle: The use of fibrates alone, including TRICOR, may occasionally be associated with 
myopathy. Treatment with drugs of the fibrate class has been associated on rare occasions with 
rhabdomyolysis, usually in patients with impaired renal function. Myopathy should be considered in 
any patient with diffuse myalgias, muscle tenderness or weakness, and/or marked elevations of creatine 
phosphokinase levels. 

Patients should be advised to report promptly unexplained muscle pain, tenderness or 
weakness, particularly if accompanied by malaise or fever. CPK levels should be assessed in patients 
reporting these symptoms, and fenofibrate therapy should be discontinued if markedly elevated CPK 
levels occur or myopathy is diagnosed. 

Drug Interactions 

Oral Anticoagulants: CAUTION SHOULD BE EXERCISED WHEN COUMARIN 
ANTICOAGULANTS ARE GIVEN IN CONJUNCTION WITH TRICOR. THE DOSAGE OF 
THE ANTICOAGULANTS SHOULD BE REDUCED TO MAINTAIN THE PROTHROMBIN 
TIME/INR AT THE DESIRED LEVEL TO PREVENT BLEEDING COMPLICATIONS. 
FREQUENT PROTHROMBIN TIME/INR DETERMINATIONS ARE ADVISABLE UNTIL IT 
HAS BEEN DEFINITELY DETERMINED THAT THE PROTHROMBIN TIME/INR HAS 
STABILIZED. 

HMG-CoA reductase inhibitors: The combined use of TRICOR and HMG-CoA reductase inhibitors 
should be avoided unless the benefit of further alterations in lipid levels is likely to outweigh the 
increased risk of this drug combination (see WARNINGS). 

Resins: Since bile acid sequestrants may bind other drugs given concurrently, patients should take 



TRICOR at least 1 hour before or 4-6 hours after a bile acid binding resin to avoid impeding its 
absorption. 

Cyclosporine: Because cyclosporine can produce nephrotoxicity with decreases in creatinine 
clearance and rises in serum creatinine, and because renal excretion is the primary elimination route of 
fibrate drugs including TRICOR, there is a risk that an interaction will lead to deterioration. The 
benefits and risks of using TRICOR with immunosuppressants and other potentially nephrotoxic agents 
should be carefully considered, and the lowest effective dose employed. 

Carcinogenesis, Mutagenesis, Impairment of Fertility: In a 24-month study in rats (10, 45, and 200 
mg/kg; 0.3, 1 , and 6 times the maximum recommended human dose on the basis of mg/meter 2 of 
surface area), the incidence of liver carcinoma was significantly increased at 6 times the maximum 
recommended human dose in males and females. A statistically significant increase in pancreatic 
carcinomas occurred in males at 1 and 6 times the maximum recommended human dose; there were 
also increases in pancreatic adenomas and benign testicular interstitial cell tumors at 6 times the 
maximum recommended human dose in males. In a second 24-month study in a different strain of rats 
(doses of 10 and 60 mg/kg; 0.3 and 2 times the maximum recommended human dose based on 
mg/meter 2 surface area), there were significant increases in the incidence of pancreatic acinar 
adenomas in both sexes and increases in interstitial cell tumors of the testes at 2 times the maximum 
recommended human dose. 

A comparative carcinogenicity study was done in rats comparing three drugs: fenofibrate (1 0 
and 70 mg/kg; 0.3 and 1.6 times the maximum recommended human dose), clofibrate (400 mg/kg; 1.6 
times the human dose), and gemfibrozil (250 mg/kg; 1.7 times the human dose) (multiples based on 
mg/meter 2 surface area). Pancreatic acinar adenomas were increased in males and females on 
fenofibrate; hepatocellular carcinoma and pancreatic acinar adenomas were increased in males and 
hepatic neoplastic nodules in females treated with clofibrate; hepatic neoplastic nodules were increased 
in males and females treated with gemfibrozil while testicular interstitial cell tumors were increased in 
males on all three drugs. 

In a 21-month study in mice at doses of 10, 45, and 200 mg/kg (approximately 0.2, 0.7 and 3 
times the maximum recommended human dose on the basis of mg/meter 2 surface area), there were 
statistically significant increases in liver carcinoma at 3 times the maximum recommended human dose 
in both males and females. In a second 1 8-month study at the same doses, there was a significant 
increase in liver carcinoma in male mice and liver adenoma in female mice at 3 times the maximum 
recommended human dose. 

Electron microscopy studies have demonstrated peroxisomal proliferation following fenofibrate 
administration to the rat. An adequate study to test for peroxisome proliferation in humans has not 
been done, but changes in peroxisome morphology and numbers have been observed in humans after 
treatment with other members of the fibrate class when liver biopsies were compared before and after 
treatment in the same individual. 

Fenofibrate has been demonstrated to be devoid of mutagenic potential in the following tests: 
Ames, mouse lymphoma, chromosomal aberration and unscheduled DNA synthesis. 

Pregnancy Category C: Fenofibrate has been shown to be embryocidal and teratogenic in rats when 
given in doses 7 to 10 times the maximum recommended human dose and embiyocidal in rabbits when 
given at 9 times the maximum recommended human dose (on the basis of mg/meter 2 surface area). 
There are no adequate and well-controlled studies in pregnant women. Fenofibrate should be used 
during pregnancy only if the potential benefit justifies the potential risk to the fetus. 

Administration of 9 times the maximum recommended human dose of fenofibrate to female 
rats before and throughout gestation caused 1 00% of dams to delay delivery and resulted in a 60% 



increase in post-implantation loss, a decrease in litter size, a decrease in birth weight, a 40% survival 
of pups at birth, a 4% survival of pups as neonates, and a 0% survival of pups to weaning, and an 
increase in spina bifida. 

Administration of 10 times the maximum recommended human dose to female rats on days 6- 
15 of gestation caused an increase in gross, visceral and skeletal findings in fetuses (domed 
head/hunched shoulders/rounded body/abnormal chest, kyphosis, stunted fetuses, elongated sternal 
ribs, malformed stemebrae, extra foramen in palatine, misshapen vertebrae, supernumerary ribs). 

Administration of 7 times the maximum recommended human dose to female rats from day 15 
of gestation through weaning caused a delay in delivery, a 40% decrease in live births, a 75% decrease 
in neonatal survival, and decreases in pup weight, at birth as well as on days 4 and 21 post-partum. 

Administration of 9 and 1 8 times the maximum recommended human dose to female rabbits 
caused abortions in 10% of dams at 9 times and 25% of dams at 1 8 times the maximum recommended 
human dose and death of 7% of fetuses at 18 times the maximum recommended human dose. 

Nursing mothers: Fenofibrate should not be used in nursing mothers. Because of the potential for 
tumorigenicity seen in animal studies, a decision should be made whether to discontinue nursing or to 
discontinue the drug. 

Pediatric Use: Safety and efficacy in pediatric patients have not been established. 

Geriatric Use: Fenofibric acid is known to be substantially excreted by the kidney, and the risk of 
adverse reactions to this drug may be greater in patients with impaired renal function. Because elderly 
patients are more likely to have decreased renal function, care should be taken in dose selection. 

ADVERSE REACTIONS 

CLINICAL: Adverse events reported by 2% or more of patients treated with fenofibrate during the 
double-blind, placebo-controlled trials, regardless of causality, are listed in the table below. Adverse 
events led to discontinuation of treatment in 5.0% of patients treated with fenofibrate and in 3.0% 
treated with placebo. Increases in liver function tests were the most frequent events, causing 
discontinuation of fenofibrate treatment in 1.6% of patients in double-blind trials. 



BODY SYSTEM 


Fenofibrate* 


Placebo 


Adverse Event 


(N=439) 


(N=365) 


BODY AS A WHOLE 






Abdominal Pain 


4.6% 


4.4% 


Back Pain 


3.4% 


2.5% 


Headache 


3.2% 


2.7% 


Asthenia 


2.1% 


3.0% 


Flu Syndrome 


2.1% 


2.7% 


DIGESTIVE 






Liver Function Tests Abnormal 


7.5%** 


1.4% 


Diarrhea 


2.3% 


4.1% 


Nausea 


2.3% 


1.9% 


Constipation 


2.1% 


1.4% 


METABOLIC AND NUTRITIONAL DISORDERS 




SGPT Increased 


3.0% 


1.6% 


Creatine Phosphokinase Increased 


3.0% 


1.4% 



SGOT Increased 
RESPIRATORY 



3.4% ** 



0.5% 



Respiratory Disorder 
Rhinitis 



6.2% 
2.3% 



5.5% 
1.1% 



* Dosage equivalent to 200 mg TRJCOR 



*. Significantly different from Placebo 



Additional adverse events reported by three or more patients in placebo-controlled trials or reported in 
other controlled or open trials, regardless of causality are listed below. 

BODY ASA WHOLE: Chest pain, pain (unspecified), infection, malaise, allergic reaction, cyst, hernia, 
fever, photosensitivity reaction, and accidental injury. 

CARDIOVASCULAR SYSTEM: Angina pectoris, hypertension, vasodilatation, coronary artery 
disorder, electrocardiogram abnormal, ventricular extrasystoles, myocardial infarct, peripheral vascular 
disorder, migraine, varicose vein, cardiovascular disorder, hypotension, palpitation, vascular disorder, 
arrhythmia, phlebitis, tachycardia, extrasystoles, and atrial fibrillation. 

DIGESTIVE SYSTEM: Dyspepsia, flatulence, nausea, increased appetite, gastroenteritis, cholelithiasis, 
rectal disorder, esophagitis, gastritis, colitis, tooth disorder, vomiting, anorexia, gastrointestinal 
disorder, duodenal ulcer, nausea and vomiting, peptic ulcer, rectal hemorrhage, liver fatty deposit, 
cholecystitis, eructation, gamma glutamyl transpeptidase, and diarrhea. 
ENDOCRINE SYSTEM: Diabetes mellitus 

HEMIC AND LYMPHATIC SYSTEM: Anemia, leukopenia, ecchymosis, eosinophilia, 
lymphadenopathy, and thrombocytopenia 

METABOLIC AND NUTRITIONAL DISORDERS: Creatinine increased, weight gain, hypoglycemia, 
gout, weight loss, edema, hyperuricemia, and peripheral edema. 

MUSCULOSKELETAL SYSTEM: Myositis, myalgia, arthralgia, arthritis, tenosynovitis, joint disorder, 
arthrosis, leg cramps, bursitis, and myasthenia 

NERVOUS SYSTEM: Dizziness, insomnia, depression, vertigo, libido decreased, anxiety, paresthesia, 
dry mouth, hypertonia, nervousness, neuralgia, and somnolence. 

RESPIRATORY SYSTEM: Pharyngitis, bronchitis, cough increased, dyspnea, asthma, pneumonia, 
laryngitis, and sinusitis. 

SKIN AND APPENDAGES: Rash, pruritus, eczema, herpes zoster, urticaria acne, sweating, fungal 
dermatitis, skin disorder, alopecia, contact dermatitis, herpes simplex, maculopapular rash, nail 
disorder, and skin ulcer. 

SPECIAL SENSES: Conjunctivitis, eye disorder, amblyopia, ear pain, otitis media, abnormal vision, 
cataract specified, and refraction disorder. 

UROGENITAL SYSTEM: Urinary frequency, prostatic disorder, dysuria, kidney function abnormal, 
urolithiasis, gynecomastia, unintended pregnancy, vaginal moniliasis, and cystitis. 

OVERDOSAGE 

There is no specific treatment for overdose with TRICOR. General supportive care of the patient is 
indicated, including monitoring of vital signs and observation of clinical status, should an overdose 
occur. If indicated, elimination of unabsorbed drug should be achieved by emesis or gastric lavage; 
usual precautions should be observed to maintain the airway. Because fenofibrate is highly bound to 
plasma proteins, hemodialysis should not be considered. 



DOSAGE AND ADMINISTRATION 

Patients should be placed on an appropriate lipid-lowering diet before receiving TRICOR, and should 



continue this diet during treatment with TRICOR. TRICOR tablets should be given with meals, thereby 
optimizing the bioavailability of the medication. 

For the treatment of adult patients with primary hypercholesterolemia or mixed hyperlipidernia, the 
initial dose of TRICOR is 160 mg per day. 

For adult patients with hypertriglyceridemia, the initial dose is 54 to 160 mg per day. Dosage 
should be individualized according to patient response, and should be adjusted if necessary following 
repeat lipid determinations at 4 to 8 week intervals. The maximum dose is 160 mg per day. 

Treatment with TRICOR should be initiated at a dose of 54 mg/day in patients having impaired 
renal function, and increased only after evaluation of the effects on renal function and lipid levels at 
this dose. In the elderly, the initial dose should likewise be limited to 54 mg/day. 

Lipid levels should be monitored periodically and consideration should be given to reducing the 
dosage of TRICOR if lipid levels fall significantly below the targeted range. 

HOW SUPPLIED 

TRICOR™ (fenofibrate tablets) is available in two strengths: 

54 mg yellow tablets, imprinted with B and Abbo-Code identification letters "TA' ? , available in bottles 
of 90 (NDC 0074-4009-90). 

160 mg white tablets, imprinted with 3 and Abbo-Code identification letters "TC", available in bottles 
of 90 (NDC 0074-4013-90). 



Storage 

Store at controlled room temperature, 15-30°C (59-86°F). Keep out of the reach of children. Protect 
from moisture. 

Manufactured for Abbott Laboratories, North Chicago, IL 60064, U.S.A. by Laboratoires Foumier, 
S.A, 21300 Chenove, France 

Made in France 
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DESCRIPTION 

TRICOR (fenofibrate tablets), is a lipid regulating agent available as tablets for oral administration. Each tablet contains 48 mg or 
145 mg of fenofibrate. The chemical name for fenofibrate is 2-[4-(4-chlorobenzoyl) phenoxy]-2-methyl-propanoic acid, 
1-methylethyl ester with the following structural formula: 

i v CH 3 CH 3 
C (\ /)— O-C C — 0-C— H 



The empirical formula is C20H21O4CI and the molecular weight is 360.83; fenofibrate is insoluble in water. The melting point is 
79-82°C. Fenofibrate is a white solid which is stable under ordinary conditions. 

Inactive Ingredients: Each tablet contains hypromellose 2910 (3cps), docusate sodium, sucrose, sodium lauryl sulfate, lactose 
monohydrate, silicified microcrystalline cellulose, crospovidone, and magnesium stearate. 
In addition, individual tablets contain: 

48 mg tablets: polyvinyl alcohol, titanium dioxide, talc, soybean lecithin, xanthan gum, D&C Yellow #10 aluminum lake, 
FD&C Yellow #6 /sunset yellow FCF aluminum lake, FD&C Blue #2 /indigo carmine aluminum lake. 
145 mg tablets: polyvinyl alcohol, titanium dioxide, talc, soybean lecithin, xanthan gum. 




CLINICAL PHARMACOLOGY 

A variety of clinical studies have demonstrated that elevated levels of total cholesterol (total-C), low density lipoprotein cholesterol 
(LDL-C), and apolipoprotein B (apo B), an LDL membrane complex, are associated with human atherosclerosis. Similarly, decreased 
levels of high density lipoprotein cholesterol (HDL-C) and its transport complex, apolipoprotein A (apo AI and apo All) are associat- 
ed with the development of atherosclerosis. Epidemiologic investigations have established that cardiovascular morbidity and mortality 
vary directly with the level of total-C, LDL-C, and triglycerides, and inversely with the level of HDL-C. The independent effect of 
raising HDL-C or lowering triglycerides (TG) on the risk of cardiovascular morbidity and mortality has not been determined. 

Fenofibric acid, the active metabolite of fenofibrate, produces reductions in total cholesterol, LDL cholesterol, apolipoprotein B, total 
triglycerides and triglyceride rich lipoprotein (VLDL) in treated patients. In addition, treatment with fenofibrate results in increases in 
high density lipoprotein (HDL) and apoproteins apoAI and apoAII. 

The effects of fenofibric acid seen in clinical practice have been explained in vivo in transgenic mice and in vitro in human 
hepatocyte cultures by the activation of peroxisome proliferator activated receptor a (PPARa). Through this mechanism, fenofibrate 
increases lipoiysis and elimination of triglyceride-rich particles from plasma by activating lipoprotein lipase and reducing production 
of apoprotein C-III (an inhibitor of lipoprotein lipase activity). 

The resulting fall in triglycerides produces an alteration in the size and composition of LDL from small, dense particles (which are 
thought to be atherogenic due to their susceptibility to oxidation), to large buoyant particles. These larger particles have a greater affin- 
ity for cholesterol receptors and are catabolized rapidly. Activation of PPARa also induces an increase in die synthesis of apoproteins 
A-I, A-II and HDL-cholesterol. 

Fenofibrate also reduces serum uric acid levels in hyperuricemic and normal individuals by increasing the urinary excretion of 
uric acid. 

Pharmacokinetics/Metabolism 

Plasma concentrations of fenofibric acid after administration of three 48 mg or one 145 mg tablets are equivalent under fed conditions 

to one 200 mg capsule. 

Absorption 

The absolute bioavailability of fenofibrate cannot be determined as the compound is virtually insoluble in aqueous media suitable for 
injection. However, fenofibrate is well absorbed from the gastrointestinal tract. Following oral administration in healthy volunteers, 
approximately 60% of a single dose of radiolabeled fenofibrate appeared in urine, primarily as fenofibric acid and its giucuronate con- 
jugate, and 25% was excreted in the feces. Peak plasma levels of fenofibric acid occur within 6 to 8 hours after administration. 
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Exposure to fenofibric acid in plasma, as measured by C max and AUC, is not significantly different when a single 145 mg dose of 

fenofibrate is administered under fasting or nonfasting conditions. 

Distribution 

In healthy volunteers, steady-state plasma levels of fenofibric acid were shown to be achieved within 5 days of dosing and did not 
demonstrate accumulation across time following multiple dose administration. Serum protein binding was approximately 99% in 
normal and hyperlipidemic subjects. 
Metabolism 

Following oral administration, fenofibrate is rapidly hydrolyzed by esterases to the active metabolite, fenofibric acid; no unchanged 
fenofibrate is detected in plasma. 

Fenofibric acid is primarily conjugated with glucuronic acid and then excreted in urine. A small amount of fenofibric acid is reduced 
at the carbonyl moiety to a benzhydrol metabolite which is, in turn, conjugated with glucuronic acid and excreted in urine. 

In vivo metabolism data indicate that neither fenofibrate nor fenofibric acid undergo oxidative metabolism (e.g., cytochrome P450) to 
a significant extent. 
Excretion 

After absorption, fenofibrate is mainly excreted in the urine in the form of metabolites, primarily fenofibric acid and fenofibric acid 
glucuronide. After administration of radiolabeled fenofibrate, approximately 60% of the dose appeared in the urine and 25% was 
excreted in the feces. 

Fenofibric acid is eliminated with a half-life of 20 hours, allowing once daily administration in a clinical setting. 

Special Po pulations 
Geriatrics 

In elderly volunteers 77 - 87 years of age, the oral clearance of fenofibric acid following a single oral dose of fenofibrate was 1 .2 L/h, 
which compares to 1.1 L/h in young adults. This indicates that a similar dosage regimen can be used in the elderly, without increasing 
accumulation of the drug or metabolites. 
Pediatrics 

TRICOR has not been investigated in adequate and well-controlled trials in pediatric patients. 
Gender 

No pharmacokinetic difference between males and females has been observed for fenofibrate. 
Race 

The influence of race on the pharmacokinetics of fenofibrate has not been studied, however fenofibrate is not metabolized by enzymes 
known for exhibiting inter-ethnic variability. Therefore, inter-ethnic pharmacokinetic differences are very unlikely. 
Renal insufficiency 

In a study in patients with severe renal impairment (creatinine clearance < 50 mL/min), the rate of clearance of fenofibric acid was great- 
ly reduced, and the compound accumulated during chronic dosage. However, in patients having moderate renal impairment (creatinine 
clearance of 50 to 90 mL/min), the oral clearance and the oral volume of distribution of fenofibric acid are increased compared to healthy 
adults (2.1 L/h and 95 L versus 1.1 L/h and 30 L, respectively). Therefore, the dosage of TRICOR should be minimized in patients who 
have severe renal impairment, while no modification of dosage is required in patients having moderate renal impairment. 
Hepatic insufficiency 

No pharmacokinetic studies have been conducted in patients having hepatic insufficiency. 
Drug-drug interactions 

In vitro studies using human liver microsomes indicate that fenofibrate and fenofibric acid are not inhibitors of cytochrome (CYP) P450 
isoforms CYP3A4, CYP2D6, CYP2E1, or CYP1A2. They are weak inhibitors of CYP2CI9 and CYP2A6, and mild-to-moderate 
inhibitors of CYP2C9 at therapeutic concentrations. 

Potentiation of coumarin-type anticoagulants has been observed with prolongation of the prothrombin time/INR. 

Bile acid sequestrants have been shown to bind other drugs given concurrently. Therefore, fenofibrate should be taken at least 1 hour 
before or 4-6 hours after a bile acid binding resin to avoid impeding its absorption. (See WARNINGS and PRECAUTIONS). 

Concomitant administration of fenofibrate (equivalent to 145 mg TRICOR) with pravastatin (40 mg) once daily for 10 days has been 
shown to increase the mean C majC and AUC values for pravastatin by 36% (range from 69% decrease to 321 % increase) and 28% (range 
from 54% decrease to 128% increase), respectively, and for 3r>hydroxy-iso-pravastatin by 55% (range from 32% decrease to 
314% increase) and 39% (range from 24% decrease to 261% increase), respectively in 23 healthy adults. 
A single dose of pravastatin had no clinically important effect on the pharmacokinetics of fenofibric acid. 

Concomitant administration of fenofibrate (equivalent to 145 mg TRICOR) with atorvastatin (20 mg) once daily for 10 days result- 
ed in approximately 17% decrease (range from 67% decrease to 44% increase) in atorvastatin AUC values in 22 healthy males. The 
atorvastatin C max values were not significantly affected by fenofibrate. The pharmacokinetics of fenofibric acid were not significantly 
affected by atorvastatin. 

Clinical Trials 

Hypercholesterolemia (Heterozygous Familial and Nonfamilial) and Mixed Dyslipidemia (Fredrickson Types Ha and lib) 

The effects of fenofibrate at a dose equivalent to 145 mg TRICOR (fenofibrate tablets) per day were assessed from four randomized, placebo- 
controlled, double-blind, parallel-group studies including patients with the following mean baseline lipid values: total-C 306.9 mg/dL; 
LDL-C 213.8 mg/dL; HDL-C 52.3 mg/dL; and triglycerides 191.0 mg/dL. TRICOR therapy lowered LDL-C, Total-C, and the LDL-C/HDL-C 
ratio. TRICOR therapy also lowered triglycerides and raised HDL-C (see Table 1). 
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Table 1 

Mean Percent Change in Lipid Parameters at End of Treatment' 



Treatment Group 


Total-C 


LDL-C 


HDL-C 


TG 


Pooled Cohort 
Mean baseline lipid 

values (n=646) 
AllFEN(n=361) 
Placebo (n=285) 


306.9 mg/dL 
-18.7%* 
-0.4% 


213.8 mg/dL 
-20.6%* 
-2.2% 


52.3 mg/dL 
+11.0%* 
+0.7% 


191.0 mg/dL 
-28.9%* 
+7.7% 


Baseline LDL-C > 160 mg/dL 
and TG < 150 mg/dL (Type Ila) 
Mean baseline lipid 

values (n=334) 
AllFEN(n=193) 
Placebo (n= 141) 


307.7 mg/dL 
-22.4%* 
+0.2% 


227.7 mg/dL 
-31.4%* 
-2.2% 


58.1 mg/dL 
+9.8%* 
+2.6% 


101.7 mg/dL 
-23.5%* 
+11.7% 


Baseline LDL-C > 160 mg/dL 
andTG> 150 mg/dL (Type lib) 
Mean baseline lipid 

values (n=242) 
All FEN (n=126) 
Placebo (n= 11 6) 


312.8 mg/dL 
-16.8%* 
-3.0% 


219.8 mg/dL 
-20.1%* 
-6.6% 


46.7 mg/dL 
+14.6%* 
+2.3% 


231.9 mg/dL 
-35.9%* 
+0.9% 



t Duration of study treatment was 3 to 6 months. 
* p = < 0.05 vs. Placebo 



In a subset of the subjects, measurements of apo B were conducted. TRICOR treatment significantly reduced apo B from baseline to 
endpoint as compared with placebo (-25.1% vs. 2.4%, p<0.0001, n=213 and 143 respectively). 

Hypertriglyceridemia (Fredrickson 1>pe IV and V) 

The effects of fenofibrate on serum triglycerides were studied in two randomized, double-blind, placebo-controlled clinical trialsi of 
147 hypertriglyceridemic patients (Fredrickson Types IV and V). Patients were treated for eight weeks under protocols that differed 
only in that one entered patients with baseline triglyceride (TG) levels of 500 to 1500 mg/dL, and the other TG levels of 350 to 
500 mg/dL. In patients with hypertriglyceridemia and normal cholesterolemia with or without hyperchylornicronemia (Type IV/V 
hyperlipidemia), treatment with fenofibrate at dosages equivalent to 145 mg TRICOR per day decreased primarily very low density 
lipoprotein (VLDL) triglycerides and VLDL cholesterol. Treatment of patients with Type IV hyperlipoproteinemia and elevated 
triglycerides often results in an increase of low density lipoprotein (LDL) cholesterol (see Table 2). 



Table 2 

Effects of TRICOR in Patients With Fredrickson 
T^pe IV/V Hyperlipidemia 



Study 1 


Placebo 






TRICOR 






Baseline TG levels 
350 to 499 mg/dL 


N 


Baseline 
(Mean) 


Endpoint 
(Mean) 


% Change 
(Mean) 


N 


Baseline 
(Mean) 


Endpoint 
(Mean) 


% Change 
(Mean) 


Triglycerides 


28 


449 


450 


-0.5 


27 


432 


223 


-46.2* 


VLDL Triglycerides 


19 


367 


350 


2.7 


19 


350 


178 


-44.1* 


Total Cholesterol 


28 


255 


261 


2.8 


27 


252 


227 


-9.1* 


HDL Cholesterol 


28 


35 


36 


4 


27 


34 


40 


19.6* 


LDL Cholesterol 


28 


120 


129 


12 


27 


128 


137 


14.5 


VLDL Cholesterol 


27 


99 


99 


5.8 


27 


92 


46 


-44.7* 


Study 2 


Placebo 






TRICOR 






Baseline TG levels 
500 to 1500 mg/dL 


N 


Baseline 
(Mean) 


Endpoint 
(Mean) 


% Change 
(Mean) 


N 


Baseline 
(Mean) 


Endpoint 
(Mean) 


% Change 
(Mean) 


Triglycerides 


44 


710 


750 


7.2 


48 


726 


308 


-54.5* 


VLDL Triglycerides 


29 


537 


571 


18.7 


33 


543 


205 


-50.6* 


Total Cholesterol 


44 


272 


271 


0.4 


48 


261 


223 


-13.8* 


HDL Cholesterol 


44 


27 


28 


5.0 


48 


30 


36 


22.9* 


LDL Cholesterol 


42 


100 


90 


-4.2 


45 


103 


131 


45.0* 


VLDL Cholesterol 


42 


137 


142 


11.0 


45 


126 


54 


-49.4* 



*- p < 0.05 vs. Placebo 



The effect of TRICOR on cardiovascular morbidity and mortality has not been determined. 
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INDICATIONS AND USAGE. 

Treatment of Hypercholesterolemia 

TRICOR is' indicated as adjunctive therapy to diet to reduce elevated LDL-C, Total-C, Triglycerides and Apo B, and to increase 
HDL-C in adult patients with primary hypercholesterolemia or mixed dyslipidemia (Fredrickson Types Ila and lib). Lipid-altering 
agents should be used in addition to a diet restricted in saturated fat and cholesterol when response to diet and non-pharmacological 
interventions alone has been inadequate (see National Cholesterol Education Program [NCEP] Treatment Guidelines, below). 

Treatment of Hypertriglyceridemia 

TRICOR is also indicated as adjunctive therapy to diet for treatment of adult patients with hypertriglyceridemia (Fredrickson Types IV 
and V hyperlipidemia). Improving glycemic control in diabetic patients showing fasting chylomicronemia will usually reduce fasting 
triglycerides and eliminate chylomicronemia thereby obviating the need for pharmacologic intervention. 

Markedly elevated levels of serum triglycerides (e.g. > 2,000 mg/dL) may increase the risk of developing pancreatitis. The effect of 
TRICOR therapy on reducing this risk has not been adequately studied. 

Drug therapy is not indicated for patients with Type I hyperlipoproteinemia, who have elevations of chylomicrons and plasma 
triglycerides, but who have normal levels of very low density lipoprotein (VLDL). Inspection of plasma refrigerated for 14 hours is 
helpful in distinguishing Types I, IV and V hyperlipoproteinemia*. 

The initial treatment for dyslipidemia is dietary therapy specific for the type of lipoprotein abnormality. Excess body weight and 
excess alcoholic intake may be important factors in hypertriglyceridemia and should be addressed prior to any drug therapy. Physical 
exercise can be an important ancillary measure. Diseases contributory to hyperlipidemia, such as hypothyroidism or diabetes mellitus 
should be looked for and adequately treated. Estrogen therapy, thiazide diuretics and beta-blockers, are sometimes associated with 
massive rises in plasma triglycerides, especially in subjects with familial hypertriglyceridemia. In such cases, discontinuation of the 
specific etiologic agent may obviate the need for specific drug therapy of hypertriglyceridemia. 

The use of drugs should be considered only when reasonable attempts have been made to obtain satisfactory results with non-drug 
methods. If the decision is made to use drugs, the patient should be instructed that this does not reduce the importance of adhering to 
diet. (See WARNINGS and PRECAUTIONS). 

Fredrickson Classification of Hyperlipoproteinemias 

Lipid Elevation 



Type 


Lipoprotein Elevated Major 


Minor 


I (rare) 


chylomicrons TG 


T<->C 


Ila 




LDL C 




lib 


LDL, VLDL C 


TG 


III (rare) 




IDL C, TG 




IV 




VLDL TG 


t<->C 


V (rare) 


chylomicrons, VLDL TG 


t<->c 


C = cholesterol 








TG = triglycerides 








LDL = low density lipoprotein 








VLDL = very low density lipoprotein 








IDL = intermediate density lipoprotein 








NCEP Treatment Guidelines: LDL-C Goals and Cutpoints for Therapeutic Lifestyle Changes 




and Drug Therapy in Different Risk Categories 








LDL Level at Which to 








Initiate Therapeutic 


LDL Level at Which to 




LDL Goal 


Lifestyle Changes 


Consider Drug Therapy 


Risk Category 


(mg/dL) 


(mg/dL) 


(mg/dL) 


CHDtorCHD 


< 100 


> 100 


> 130 


risk equivalents 






(100-129:drug 


(10-years risk 






optional)tt 


> 20%) 








2+ Risk Factors 


< 130 


> 130 


10-year risk 


(10-year risk 






10%-20%:> 130 


< 20%) 






10-year risk 






< 10%: > 160 


0-1 Risk 


< 160 


> 160 


> 190 


Factorttt 






(160-189: LDL- 








lowering drug optional) 



t CHD = coronary heart disease 

tt Some authorities recommend use of LDL- lowering drugs in this category if an LDL-C level of <100 mg/dL cannot be achieved by therapeutic lifestyle changes. 
Others prefer use of drugs that primarily modify triglycerides and HDL-C, e.g. t nicotinic acid or fibratc. Clinical judgment also may call for deferring drug thera- 
py in this subcategory. 

ttt Almost all people with (1-1 risk factor have 10-year risk <!()%; thus, I (1-year risk assessment in people with ()- 1 risk factor is not necessary. 
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After the LDL-C goal has-been achieved, if the TG is still >200 mg/dL, non HDL-C (total-C minus HDL-C) becomes a secondary 
target of therapy. Nqn-HDL-C goals are set 30 mg/dL higher than LDL-C goals for each risk category. 

CONTRAINDICATIONS 

TRICOR is contraindicated in patients who exhibit hypersensitivity to fenofibrate. 

TRICOR is contraindicated in patients with hepatic or severe renal dysfunction, including primary biliary cirrhosis, and patients with 
unexplained persistent liver function abnormality. 

TRICOR is contraindicated in patients with preexisting gallbladder disease (see WARNINGS). 

WARNINGS 

Liver Function: Fenofibrate at doses equivalent to 96 mg to 145 mg TRICOR per day has been associated with increases in serum 
transaminases [AST (SGOT) or ALT (SGPT)]. In a pooled analysis of 10 placebo-controlled trials, increases to > 3 times the upper 
limit of normal occurred in 5.3% of patients taking fenofibrate versus 1.1% of patients treated with placebo. 

When transaminase determinations were followed either after discontinuation of treatment or during continued treatment, a return to normal 
limits was usually observed. The incidence of increases in transaminases related to fenofibrate therapy appear to be dose related. In an 8-week 
dose-ranging study, the incidence of ALT or AST elevations to at least three times the upper limit of normal was 13% in patients receiving 
dosages equivalent to 96 mg to 145 mg TRICOR per day and was 0% in those receiving dosages equivalent to 48 mg or less TRICOR per day, 
or placebo. Hepatocellular, chronic active and cholestatic hepatitis associated with fenofibrate therapy have been reported after exposures of 
weeks to several years. In extremely rare cases, cirrhosis has been reported in association with chronic active hepatitis. 

Regular periodic monitoring of liver function, including serum ALT (SGPT) should be performed for the duration of therapy with 
TRICOR, and therapy discontinued if enzyme levels persist above three times the normal limit. 

Cholelithiasis: Fenofibrate, like clofibrate and gemfibrozil, may increase cholesterol excretion into the bile, leading to cholelithiasis. 
If cholelithiasis is suspected, gallbladder studies are indicated. TRICOR therapy should be discontinued if gallstones are found. 
Concomitant Oral Anticoagulants: Caution should be exercised when anticoagulants are given in conjunction with TRICOR because 
of the potentiation of coumarin-type anticoagulants in prolonging the prothrombin time/INR. The dosage of the anticoagulant should 
be reduced to maintain the prothrombin time/INR at the desired level to prevent bleeding complications. Frequent prothrombin 
time/INR determinations are advisable until it has been definitely determined that the prothrombin time/INR has stabilized. 
Concomitant HMG-CoA Reductase Inhibitors: The combined use of TRICOR and HMG-CoA reductase inhibitors should be avoid- 
ed unless the benefit of further alterations in lipid levels is likely to outweigh the increased risk of this drug combination. 

Concomitant administration of fenofibrate (equivalent to 145 mg TRICOR) and pravastatin (40 mg) once daily for 10 days increased 
the mean C^ and AUC values for pravastatin by 36% (range from 69% decrease to 321% increase) and 28% (range from 54% decrease 
to 128% increase), respectively, and for 3ct-hydroxy-iso-pravastatin by 55% (range from 32% decrease to 314% increase) and 39% 
(range from 24% decrease to 261% increase), respectively. (See also CLINICAL PHARMACOLOGY, Drug-drug interactions). 

The combined use of fibric acid derivatives and HMG-CoA reductase inhibitors has been associated, in the absence of a marked 
pharmacokinetic interaction, in numerous case reports, with rhabdomyolysis, markedly elevated creatine kinase (CK) levels and 
myoglobinuria, leading in a high proportion of cases to acute renal failure. 

The use of fibrates alone, including TRICOR, may occasionally be associated with myositis, myopathy, or rhabdomyolysis. Patients 
receiving TRICOR and complaining of muscle pain, tenderness, or weakness should have prompt medical evaluation for myopathy, 
including serum creatine kinase level determination. If myopathy/myositis is suspected or diagnosed, TRICOR therapy should be 
stopped. 

Mortality: The effect of TRICOR on coronary heart disease morbidity and mortality and non-cardiovascular mortality has not been 
established. 

Other Considerations: In the Coronary Drug Project, a large study of post myocardial infarction of patients treated for 5 years with 
clofibrate, there was no difference in mortality seen between the clofibrate group and the placebo group. There was however, a 
difference in the rate of cholelithiasis and cholecystitis requiring surgery between the two groups (3.0% vs. 1.8%). 

Because of chemical, pharmacological, and clinical similarities between TRICOR (fenofibrate tablets), Atromid-S (clofibrate), and 
Lopid (gemfibrozil), the adverse findings in 4 large randomized, placebo-controlled clinical studies with these other fibrate drugs may 
also apply to TRICOR. 

In a study conducted by the World Health Organization (WHO), 5000 subjects without known coronary artery disease were treated 
with placebo or clofibrate for 5 years and followed for an additional one year. There was a statistically significant, higher age-adjust- 
ed all-cause mortality in the clofibrate group compared with the placebo group (5.70% vs. 3.96%, p=<0.01). Excess mortality was due 
to a 33% increase in non-cardiovascular causes, including malignancy, post-cholecystectomy complications, and pancreatitis. This 
appeared to confirm the higher risk of gallbladder disease seen in clofibrate-treated patients studied in the Coronary Drug Project 

The Helsinki Heart Study was a large (n=4081) study of middle-aged men without a history of coronary artery disease. Subjects 
received either placebo or gemfibrozil for 5 years, with a 3.5 year open extension afterward. Total mortality was numerically higher in 
the gemfibrozil randomization group but did not achieve statistical significance (p=0.19, 95% confidence interval for relative risk 
G:P=.9 1-1.64). Although cancer deaths trended higher in the gemfibrozil group (p=0.11), cancers (excluding basal cell carcinoma) 
were diagnosed with equal frequency in both study groups. Due to the limited size of the study, the relative risk of death from any cause 
was not shown to be different than that seen in the 9 year follow-up data from World Health Organization study (RR=1.29). Similarly, 
the numerical excess of gallbladder surgeries in the gemfibrozil group did not differ statistically from that observed in the WHO study. 

A secondary prevention component of the Helsinki Heart Study enrolled middle-aged men excluded from the primary prevention study 
because of known or suspected coronary heart disease. Subjects received gemfibrozil or placebo for 5 years. Although cardiac deaths trended 
higher in the gemfibrozil group, this was not statistically significant (hazard ratio 2.2, 95% confidence interval: 0.94-5.05). The rate of gall- 
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bladder surgery was not statistically significant between study groups, but did trend higher in the gemfibrozil group, (1 .9% vs. 0.3%, p=0.07). 
There was a statistically significant difference in the number of appendectomies in the gemfibrozil group (6731 1 vs. 0/317, p=0.029). 

PRECAUTIONS 

Initial therapy: Laboratory studies should be done to ascertain that the lipid levels are consistently abnormal before instituting 
TRICOR therapy. Every attempt should be made to control serum lipids with appropriate diet, exercise, weight loss in obese patients, 
and control of any medical problems such as diabetes mellitus and hypothyroidism that are contributing to the lipid abnormalities. 
Medications known to exacerbate hypertriglyceridemia (beta-blockers, thiazides, estrogens) should be discontinued or changed if 
possible prior to consideration of triglyceride-Iowering drug therapy. 

Continued therapy: Periodic determination of serum lipids should be obtained during initial therapy in order to establish the lowest 
effective dose of TRICOR. Therapy should be withdrawn in patients who do not have an adequate response after two months of 
treatment with the maximum recommended dose of 145 mg per day. 

Pancreatitis: Pancreatitis has been reported in patients taking fenofibrate, gemfibrozil, and clofibrate. This occurrence may represent 
a failure of efficacy in patients with severe hypertriglyceridemia, a direct drug effect, or a secondary phenomenon mediated through 
biliary tract stone or sludge formation with obstruction of the common bile duct 

Hypersensitivity Reactions: Acute hypersensitivity reactions including severe skin rashes requiring patient hospitalization and treat- 
ment with steroids have occurred very rarely during treatment with fenofibrate, including rare spontaneous reports of Stevens- Johnson 
syndrome, and toxic epidermal necrolysis. Urticaria was seen in 1. 1 vs. 0%, and rash in 1 .4 vs. 0.8% of fenofibrate and placebo patients 
respectively in controlled trials. 

Hematologic Changes: Mild to moderate hemoglobin, hematocrit, and white blood cell decreases have been observed in patients 
following initiation of fenofibrate therapy. However, these levels stabilize during long-term administration. Extremely rare spontaneous 
reports of thrombocytopenia and agranulocytosis have been received during post-marketing surveillance outside of the U.S. Periodic 
blood counts are recommended during the first 12 months of TRICOR administration. 

Skeletal muscle: The use of fibrates alone, including TRICOR, may occasionally be associated with myopathy. Treatment with drugs of the 
fibrate class has been associated on rare occasions with rhabdomyolysis, usually in patients with impaired renal function. Myopathy should be 
considered in any patient with diffuse myalgias, muscle tenderness or weakness, and/or marked elevations of creatine phosphokinase levels. 

Patients should be advised to report promptly unexplained muscle pain, tenderness or weakness, particularly if accompanied by 
malaise or fever. CPK levels should be assessed in patients reporting these symptoms, and fenofibrate therapy should be discontinued 
if markedly elevated CPK levels occur or myopathy is diagnosed. 

Drug Interactions 

Oral Anticoagulants: CAUTION SHOULD BE EXERCISED WHEN COUMARIN ANTICOAGULANTS ARE GIVEN IN 
CONJUNCTION WITH TRICOR. THE DOSAGE OF THE ANTICOAGULANTS SHOULD BE REDUCED TO MAINTAIN 
THE PROTHROMBIN TIME/INR AT THE DESIRED LEVEL TO PREVENT BLEEDING COMPLICATIONS. 
FREQUENT PROTHROMBIN TIME/INR DETERMINATIONS ARE ADVISABLE UNTIL IT HAS BEEN DEFINITELY 
DETERMINED THAT THE PROTHROMBIN TIME/INR HAS STABILIZED. 

HMG-CoA reductase inhibitors: The combined use of TRICOR and HMG-CoA reductase inhibitors should be avoided unless the 
benefit of further alterations in lipid levels is likely to outweigh the increased risk of this drug combination (see WARNINGS). 
Resins: Since bile acid sequestrants may bind other drugs given concurrently, patients should take TRICOR at least 1 hour before or 
4-6 hours after a bile acid binding resin to avoid impeding its absorption. 

Cyclosporine: Because cyclosporine can produce nephrotoxicity with decreases in creatinine clearance and rises in serum creatinine, 
and because renal excretion is the primary elimination route of fibrate drugs including TRICOR, there is a risk that an interaction will 
lead to deterioration. The benefits and risks of using TRICOR (fenofibrate tablets) with immunosuppressants and other potentially 
nephrotoxic agents should be carefully considered, and the lowest effective dose employed. 

Carcinogenesis, Mutagenesis, Impairment of Fertility: Two dietary carcinogenicity studies have been conducted in rats with fenofibrate. 
In the first 24-month study, rats were dosed with fenofibrate at 10, 45, and 200 mg/kg/day, approximately 0.3, 1, and 6 times the maximum 
recommended human dose (MRHD) of 145 mg/day, based on mg/meter* of surface area). At a dose of 200 mg/kg/day (at 6 times the MRHD), 
the incidence of liver carcinomas was significantly increased in both sexes. A statistically significant increase in pancreatic carcinomas was 
observed in males at 1 and 6 times the MRHD; an increase in pancreatic adenomas and benign testicular interstitial cell tumors was observed 
at 6 times the MRHD in males. In a second 24-month study in a different strain of rats, doses of 10 and 60 mg/kg/day (0.3 and 2 times the 
MRHD based on mg/meteri surface area) produced significant increases in the incidence of pancreatic acinar adenomas in both sexes and 
increases in testicular interstitial cell tumors in males at 2 times the MRHD (200 mg/kg/day). 

A 117-week carcinogenicity study was conducted in rats comparing three drugs: fenofibrate 10 and 60 mg/kg/day (0.3 and 2 times 
the MRHD), clofibrate (400 mg/kg/day; 2 times the human dose), and Gemfibrozil (250 mg/kg/day; 2 times the human dose) 
(multiples based on mg/meter2 surface area). Fenofibrate increased pancreatic acinar adenomas in both sexes. Clofibrate increased 
hepatocellular carcinoma and pancreatic acinar adenomas in males and hepatic neoplastic nodules in females. Gemfibrozil increased 
hepatic neoplastic nodules in males and females, while all three drugs increased testicular interstitial cell tumors in males. 

In a 21-month study in mice, fenofibrate 10, 45, and 200 mg/kg/day (approximately 0.2, 0.7, and 3 times the MRHD on the basis of 
mg/meter2 surface area) significandy increased the liver carcinomas in both sexes at 3 times the MRHD. In a second 18-month study at the 
same doses, fenofibrate significantly increased the liver carcinomas in male mice and liver adenomas in female mice at 3 times the MRHD. 

Electron microscopy studies have demonstrated peroxisomal proliferation following fenofibrate administration to the rat. An adequate study to 
test for peroxisome proliferation in humans has not been done, but changes in peroxisome morphology and numbers have been observed in humans 
after treatment with other members of the fibrate class when liver biopsies were compared before and after treatment in the same individual. 



6 



Fenofibrate has been demonstrated to be devoid of mutagenic potential in the following tests: Ames, mouse lymphoma, chromoso- 
mal aberration and unscheduled DNA synthesis. 

Pregnancy Category C: Safety in pregnant women has not been established. Fenofibrate has been shown to be embryocidal and 
teratogenic in rats when given in doses 7 to 10 times the maximum recommended human dose (MRHD) and embryocidal in rabbits 
when given at 9 times the MRHD (on the basis of mg/meter* surface area). There are no adequate and well-controlled studies in 
pregnant women. Fenofibrate should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus. 

Administration of approximately 9 times the MRHD of 145mg/day of fenofibrate to female rats before and throughout gestation 
caused 100% of dams to delay delivery and resulted in a 60% increase in post-implantation loss, a decrease in litter size, a decrease in 
birth weight, a 40% survival of pups at birth, a 4% survival of pups as neonates, and a 0% survival of pups to weaning, and an increase 
in spina bifida. 

Administration of approximately 10 times the MRHD to female rats on days 6-15 of gestation caused an increase in gross, visceral 
and skeletal findings in fetuses (domed head/hunched shoulders/rounded body/abnormal chest, kyphosis, stunted fetuses, elongated 
sternal ribs, malformed steraebrae, extra foramen in palatine, misshapen vertebrae, supernumerary ribs). 

Administration of approximately 7 times the MRHD to female rats from day 15 of gestation through weaning caused a delay in 
delivery, a 40% decrease in live births, a 75% decrease in neonatal survival, and decreases in pup weight, at birth as well as on days 4 
and 21 post-partum. 

Administration of fenofibrate at 9 to 18 times the MRHD to female rabbits caused abortions in 10% to 25% of dams and death in 
7% of fetuses at 18 times the MRHD. 

Nursing mothers: Fenofibrate should not be used in nursing mothers. Because of the potential for tumorigenicity seen in animal 
studies, a decision should be made whether to discontinue nursing or to discontinue the drug. 

Pediatric Use: Safety and efficacy in pediatric patients have not been established. 

Geriatric Use: Fenofibric acid is known to be substantially excreted by the kidney, and the risk of adverse reactions to this drug may 
be greater in patients with impaired renal function. Because elderly patients are more likely to have decreased renal function, care 
should be taken in dose selection. 

ADVERSE REACTIONS 

CLINICAL: Adverse events reported by 2% or more of patients treated with fenofibrate during the double-blind, placebo-controlled 
trials, regardless of causality, are listed in the table below. Adverse events led to discontinuation of treatment in 5.0% of patients 
treated with fenofibrate and in 3.0% treated with placebo. Increases in liver function tests were the most frequent events, causing 
discontinuation of fenofibrate treatment in 1.6% of patients in double-blind trials. 



BODY SYSTEM 


Fenofibrate* 


Placebo 


Adverse Event 


(N=439) 


(N=365) 


BODY AS A WHOLE 






Abdominal Pain 


4.6% 


4.4% 


Back Pain 


3.4% 


2.5% 


Headache 


3.2% 


2.7% 


Asthenia 


2.1% 


3.0% 


Flu Syndrome 


2.1% 


2.7% 


DIGESTIVE 






Liver Function Tests Abnormal 


7.5%** 


1.4% 


Diarrhea 


2.3% 


4.1% 


Nausea 


2.3% 


1.9% 


Constipation 


2.1% 


1.4% 


METABOLIC AND NUTRITIONAL DISORDERS 






SGPT Increased 


3.0% 


1.6% 


Creatine Phosphokinase Increased 


3.0% 


1.4% 


SCOT Increased 


3.4% ** 


0.5% 


RESPIRATORY 






Respiratory Disorder 


6.2% 


5.5% 


Rhinitis 


2.3% 


1.1% 



* Dosage equivalent to 145 mg TR1COR 
** Significantly different from Placebo 



Additional adverse events reported by three or more patients in placebo-controlled trials or reported in other controlled or open trials, 
regardless of causality are listed below. 

BODY AS A WHOLE: Chest pain, pain (unspecified), infection, malaise, allergic reaction, cyst, hernia, fever, photosensitivity reaction, 
and accidental injury. 

CARDIOVASCULAR SYSTEM: Angina pectoris, hypertension, vasodilatation, coronary artery disorder, electrocardiogram abnormal, 
ventricular extrasystoles, myocardial infarct, peripheral vascular disorder, migraine, varicose vein, cardiovascular disorder, 
hypotension, palpitation, vascular disorder, arrhythmia, phlebitis, tachycardia, extrasystoles, and atrial fibrillation. 
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DIGESTIVE SYSTEM: Dyspepsia, flatulence, nausea, increased appetite, gastroenteritis, cholelithiasis, rectal disorder, esophagitis, 
gastritis, colitis, toolti disorder, vomiting, anorexia, gastrointestinal disorder, duodenal ulcer, nausea and vomiting, peptic ulcer, 
rectal hemorrhage, liver fatty deposit, cholecystitis, eructation, gamma glutamyl transpeptidase, and diarrhea. 
ENDOCRINE SYSTEM: Diabetes mellitus. 

HEMIC AND LYMPHATIC SYSTEM: Anemia, leukopenia, ecchymosis, eosinophil ia, lymphadenopathy, and thrombocytopenia. 
METABOLIC AND NUTRITIONAL DISORDERS: Creatinine increased, weight gain, hypoglycemia, gout, weight loss, edema, 
hyperuricemia, and peripheral edema. 

MUSCULOSKELETAL SYSTEM: Myositis, myalgia, arthralgia, arthritis, tenosynovitis, joint disorder, arthrosis, leg cramps, bursitis, 
and myasthenia. 

NERVOUS SYSTEM: Dizziness, insomnia, depression, vertigo, libido decreased, anxiety, paresthesia, dry mouth, hypertonia, 
nervousness, neuralgia, and somnolence. 

RESPIRATORY SYSTEM: Pharyngitis, bronchitis, cough increased, dyspnea, asthma, allergic pulmonary alveolitis, pneumonia, 
laryngitis, and sinusitis. 

SKIN AND APPENDAGES: Rash, pruritus, eczema, herpes zoster, urticaria, acne, sweating, fungal dermatitis, skin disorder, alopecia, 
contact dermatitis, herpes simplex, maculopapular rash, nail disorder, and skin ulcer. 

SPECIAL SENSES: Conjunctivitis, eye disorder, amblyopia, ear pain, otitis media, abnormal vision, cataract specified, and refraction 
disorder. 

UROGENITAL SYSTEM: Urinary frequency, prostatic disorder, dysuria, abnormal kidney function, urolithiasis, gynecomastia, 
unintended pregnancy, vaginal moniliasis, and cystitis. 

OVERDOSAGE 

There is no specific treatment for overdose with TRICOR. General supportive care of the patient is indicated, including monitoring of 
vital signs and observation of clinical status, should an overdose occur. If indicated, elimination of unabsorbed drug should be achieved 
by emesis or gastric lavage; usual precautions should be observed to maintain the airway. Because fenofibrate is highly bound to 
plasma proteins, hemodialysis should not be considered. 

DOSAGE AND ADMINISTRATION 

Patients should be placed on an appropriate lipid-lowering diet before receiving TRICOR, and should continue this diet during 
treatment with TRICOR. TRICOR tablets can be given without regard to meals. 
For the treatment of adult patients with primary hypercholesterolemia or mixed hyperlipidemia, the initial dose of TRICOR is 
145 mg per day. 

For adult patients with hypertriglyceridemia, the initial dose is 48 to 145 mg per day. Dosage should be individualized according to 
patient response, and should be adjusted if necessary following repeat lipid determinations at 4 to 8 week intervals. The maximum dose 
is 145 mg per day. 

Treatment with TRICOR should be initiated at a dose of 48 mg/day in patients having impaired renal function, and increased only 
after evaluation of the effects on renal function and lipid levels at this dose. In the elderly, the initial dose should likewise be limited to 
48 mg/day. 

Lipid levels should be monitored periodically and consideration should be given to reducing the dosage of TRICOR if lipid levels fall 
significantly below the targeted range. 

HOW SUPPLIED 

TRICOR® (fenofibrate tablets) is available in two strengths: 

48 mg yellow tablets, imprinted with EJ and Abbo-Code identification letters "FI", available in bottles of 90 (NDC 0074-6122-90). 
145 mg white tablets, imprinted with 3 and Abbo-Code identification letters "FO", available in bottles of 90 (NDC 0074-6123-90). 
Storage 

Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled Room Temperature]. Keep out of the reach of 
children. Protect from moisture. 

Manufactured for Abbott Laboratories, North Chicago, IL 60064, U.S.A. by Foumier Laboratories Ireland Limited, Anngrove, 
Carrigtwohill Co. Cork, Ireland 
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Antara n ' 

(fenofibrate) Capsules 



Antara™ 

(fenofibrate) Capsules 



Antara (ferallhrejc) Capsules, Is a lipid tecuatnq 3gent avaflable to capsutes for oral adrrnn'KtRtwn Each capsule contains 43 mg. 
87 rng. or 1 30 mg d microti; ed iendfirate. The dtemicaS rams lor ftrrotifarefe U 2-i>! t-dttorcoeruuyl) prer^j-e^rt^-propanclt: acid. 
1 -meihytethyt estet with Cc fd'cwtog s*n«h^ tomus: 

. ..*t. -. 

7ho cnpjta! formula is C^;,0 4 a and the mooter weight is 36G.83; tencf-bratc is insoluble In water. The mcltinp point « 
79 e -32 , 'C. Fenofibrate is a white sdis which <s stabe under ordinary cwdttivs. 

Inactive Ingredients: Esh gelatin capsule contains sugar spheres, hyprometlcse. sodium tauryl sulfate, diriethicone, simetrwrone. and fate 
The gqlzjin capaire abso oontzan sulfur dfcxide. ttoriun dtoxtoe. ysCow ion (ftide. halgoijrmine FO&C 8»ue #2, 0^ Yettow fMO arc back ink. 
CLINICAL PHARMACOLOGY 

A varfchi d cfrscal studies haw dwnort«tr;»bd Sat elevated levels d total drofcsterd (tetd-C), to* density Itooprcfeir, chdesterd 
(LDL-CJ, arc apoSpoprotdn B {apo B). an LDL membrane complex, ere morales with human atrcrossterosts. Simferty. decreased tevcb d 
high density lipoprotein didesterd (HDL-C: and its transport complex, apcflpnpnjtein * (apo AJ and apo All) are associated wtm the cevd- 
upment ot atherrascterosis. EpsdemioSogic trveslipptana haw established that canSovjscutar mcrbidUv v*l mortality wry dtfedjy with the 
levtil of totel-C. LDL-C. and triglycenutt, and irnmsery wild the level t HDL-C. The independent effect nf rowing 
HDL-C or towering triglycerides fTGl on the ride ol cszuasote morbidity and mortalty has not been cctefrrJnci 

Fend axle £cht the active metabolite at fenoftrate. produces reductions in totd dxksterd, LDL chaiesterd. epdpoprdan B. total bipjyc- 
0 bes, and blgiyceride rich Icoprotsin (VIOL) to treated pstienh. h addition, treatment Kith lendtorate results in increases in htoh density 
lipoprotein (HDL) and apoproteins apo AJ and apo All. 

The effect; of fenofibric acid seen <n dincal practice have been exptotoed to ww in trarsgen* mice rfiro in truman hspatccyte 
cultures by the activation of peroxisome proliferator activated receptor n (PTARu). 

Through this mechanism, fmdibr<£te increase* fioc-ysis and eliminafton ot mdyceiide-ridi parities from plasma by activating fipoproteto 
lipase end reducing production of apoprotein C-ttl (an tohfcitor of Qpoproteii £pase o^ivfty). The resulting tall in blglycerises pi educes an 
atoutior in the size and cornposSion of LDL from small, dense porttaes (which ere thought to be atherogenic due to the* suswptibiav to 
oxidation), to large buoyant particles These terser parades have a greater sfEnity (or chotesterol rsceptors and ens ratebc&sd rap^fty 
AdFVBlion ot PPAflo bJk? induces en increase in the synthesis of apoproteins A t. A-M and HDL-cno5esswo». 

Fenofijrabj atsofedbces sawn tffc Ada bvtts in rryrwurcc/ric end rarrrai inoviduf:? by inoEasiig the urinary exaction of uric acid. 
PharMt^tokflTetlc^/Metahol/STn 

Plasma concentrators of fenof.bric add after multiple cosft admSmsbation cf Antsa 1 30 mg capsules are equivalent, under tow-fat fed 

renditions, to 200 mo fenofibrate capsulos. 

Absorption 

The absoluts bioavaaab^ty of fenoftnhj cannot be determ'rod as the ccmpccnd is vituaBy Insoobs in acviews media suitable for injec- 
Con. However, fonofibrats Is weO sbsobod horn the gastrointestinal tract Fdbwhg oral administratjon hestthy votonteerv appnjxbmtely 
60% of a angte dose of radbab e te d f enofteatc appeared, in urine, primanh; as fenofibric acid and te cjucurtrate conVgatB, Btd 75% was 
txotteC in the feces Ptax ptesrra teveb d renofitxx acsi rran Antera ocajr wfehn 4 to 8 hours znsr alrnmistration. 
There was fess than obse-prc^wtionai inoeass in the systemic sxposwe of tenofibric acid hum three sbwgths (43 mg, B? mg, and 
130 mg) ot Antera under lasUng conditions. 

Doses of two. or three-capsules of 43 mg Antara given contizrertty were dosc-coutvatent to crcps-capsuie doses of 87 mg and 
t30 mg, respectively, 

The exterlo? absorption of ackl w<« unilhjctel wher, Antara was taten e*sr in taste EtEtE or v^lh a fcw-fst m*al. HffA<v6r,lhc d 
Antara Irwsfised in thr preaence ot a tow-tat meat. T^ was unaffected in the piesenco of a tow-fat meat In the presence of a high-fat 
meal, there was a 2E% ircnase r AUC and tOfi^tocreaseinCnn of fendiiric acsf from Antara retain* to tastoig state. 



In hwfthy voii^teers, steady-stete plasma levels ot lemRjric actd -jvere shown to be achevsc' within a wee* of dosing and did not demon- 
strate 8ccurrajlat«i across lime fdtowing mu?t>> dose admirsstratjon. Serum proteto b^ing was cpproiimahi'Y 99* m nomaf and hvpei- 
Spidenfit subjects. 



Wiowing oral administratjon, fcnotibnite b rapidly hydrotyttd by esterases to the active metabolite, fenoffcric add; no urchanged fenofi- 
brste is detected in ptasma. 

Fenofibric add is pnmanfy conjusatsd wflh ^icuront acid and then excreted in urts A smal emounl d lenofxjnc ackt is reduced at th- 
antionyl cntAjfy to a berzhrrinji metabditL \fjhicri is. in turn, aniugrfisd «rim gV^ucric aad and exartetl ii urtne. 

to wVo metabolism date indecte that neither fenofibrate nor fenofibric add uncercp oxidative metabolism {t.q., cytochrome P450) to a 
sisnilicarrt extent 



After otaorplJon, fenrf*rah) \» mainly excreted in the urine ■» toe form d metabolites. ptowCy fcnoftek: add end lenof ibric add QtocuronltJe. 
After adrnrnlstratJon of ladirtabsSed tenofUTate. appi oximctefy 60% d the dose appenred in the onne and 25% was excreted m the leces. 
Fend*brate acid from Antara is eBmtrated w* a tort-life of 23 hours, aOswtog once dairy adm jetton in a dWcsl setting. 



to eiderty votonteers 77- 87 veers of age. the oral clearance d lenofibric add tofiuwinj a stogie oral ctos»> d fendibrete was 1 .2 L/h, which 
corniCTBs to 1.1 L/r> tn young wtolto. This indicates that a similar dosage regimen can be U3ed m the etoerty. witharl increasing accumula- 
te d the drug or metaboaes. 



Artenj has nd been nvestsated in iicequ:te and weS-contidied biats in pediatric patients. 



to prusmacc*ine£c reference between mates and temafes has been observed for te-ctfbrote. 
Race 

The ifaence of race on the pnarrrsxokinetics d fenofibrate has nd been studied; how wer, fenofibrate is not reetebdfred by enzymes known 
lor exhfofttog mta-etfuc varijbiity TlierBforo, mter-emmc ptarmaeddretic difterenaa ae very unfkeJy 



to a dudy in patjents with severe rena! inpiirmenl (creatinine clearance <S0 mL/msi!, toe rate d ctearance d fenoflbnc add was greatly 
reduced, and the compound accumulated during throne dosage. However, in patents having moderate renal impairment (creatinine clear- 
ance d50to£) mUrn^, the cxaj dcarance and the ord fobru of distrfbutton of fu-offcric acid are increased compared to healthy adults 
(2.1 Uh and 95 L versus f.f L-ti anc 30 1, respected-/) Thcrctorr , the aasagf: d Antara shoiX be mtfiimlrod in pahents *ho tovc severe 
renal impaimert. white no mocWicabon of casaoe is reouired in catjerte hiving modvate renal impairment 
Hcpttx insufficiency 

No f^rnacdundjc studies have been cccsxicted in patients roving hepahe irrsuffidrncy. 
Drvrdniffhrtmctftm 

to vitro studies using human liver microsomes indicate that tenrttorate and lenofibric acid are nd inhibitors d cytochrome (CYP) P450 iso- 
torms CYP3A4, C\T206. OrP2Et. or CVP1A2. The* are weak inhibitors d CYP2C19 an J CYP2A6, and mild -to-moderate tohrbflors d CYP2C9 
at therapeutic cortccrrbBttoria. 
Wsntation d c»-marto-type anteaaguiants has been observed with prdorrjabon d toe prothrombin toneVML 

acid cesuestrantx have been dxiwn to bind other drucs giren conairrCTitjy Therefore, (endbrate sf a«J be taken at toast J hour before 
or 4-6 hours totera bfe acid barfing resto to avoid impednig its absorption f«e WAJVOKfS and PRECAUTOKSS. 

CEnkal Trials 

Hyperchotesterdemla {Heterorygous Familial and Nontemtfel) and Mixed Dydinrdemia 
ff^edJteksoo Types 1 la and f lb) 

The effects d fenofibrate al a cose cqulvatem to 133 mg Antara per day were assessed from tow randomized, riacebc-cenb^-od. coubie- 
blind. paraliel-group studies induding patients with the fdiowirg mean baceDne ibtf values; totol-C 3065 mg/ol; LDL-C 213.8 mg'rJL; 
HDL-C 52.3 np/SL: arsi togh^ahrtoa 191.0 mgAIL Fencftaate toerapy towered LDL-C. Totel-C. end toe IDL-C/H0L-C rafia Fendftrate ther- 
apy also towered btpfjeerittes and raised HDL-C (see Table f). 



Treatment Group 


Mean Percent Change to L 
Total-C 


Table 1. 
ipid Parameters at End of 1 






Pocfed Cohort 

Mean baseline Rprd 
va*jes(n=646) 
M FBI to«r381j 
Ptacebo (n=285) 


3fffi,9ma.Ti 
•18.7V 
-0.4% 


LDL-C 

2l3.Bmg'dL 
-20 6V 
-?_2% 


HDL-C 

S2.3mg^L 
+11.0H* 
*0.7% 


TG 

191.0 mg/dL 
-28.W* 
4-7.7% 


B^settoe LDL-C > 1 GO mg/dL 

values to=334) 
AE FEW (n=t 93) 
Ptacebo (n=1 41t 


"Bar 

+02% 


227.7 maHL 
-31.4** 
-2.2% 


58.1 fligAa 
+2£% 


101.7 rngAJL 
-23.5V 
+11.7% 


Baseline LDL-C > 1 50 mg-'dL 

andTG*l5Gmo/dHTypelIbi 

Mean bastlire Ibid 

ratoKto=242l 312JmjML 

ASFBJm=12B) -t6.6V 

Placebo (n=i 16) .3.0% 
' Dwetw of study treatment was 3 to 6 months. 
* p=<0.05 vs. placebo 


a&emg/rJL 
•20.1%' 
-€.6% 


46.7 rng/dL 
+14.5%* 
423% 


231 J mg/dL 
-35.9V 
+09% 



to a subset of the aibjeds. rrreeauremrints d apo B were conduded. Fenditxate beat nert slgnricanhy rsduced apo 0 from baseftos e 
fxwt o compared wtoi ptacebo (-25.1% vs. 2.4%. {xO.OOCt , n=2i3 and 143 Rsprttvetyi. 



rrypertrtghjcertoernla (Fredrtokson Type IV and V) 

The effects d teroftorate on «jum trkjiycftiscs wnr? studies ai rv-u crn&inurcS. doucsi-bana, sia<i±(» conij(rlicd dlr:ical triais" *i 147 
twrjerttglycerijen* patten ta (rrediicfcMm Types t\' entl \\ Patients were b«ated tor etoht weeks under pratoc 4s th3t rtiftererj only to that 
one entered patents with bas?jSne hinh/iwida HG\ Vjvchi d 500 to 1500 mp/dl. and the other TG tev^ d 3S' to 500 mp/dL to pstiatts 
with b,?ertrighcefslrnia anrj norma; chdesteretomia with or vtfhout rryurarhy^nconcmu (Type IVA' hypwliptdema). beatment wfffi 
fenofibrate at dosages equnrdent to 130 mg Antara per day tfccrwsed vrimttty very tew density Itoorxccin (VT.DU bfe^xcrides and vlOL 
chdesterd. I'eafment d patienls with Type IV Injp^xjprcteinEnwj end etewted tociy^rides often results in an increase d tow amity 
gpoprdeto (LDLi chotedad &x. Table 7\ 

T 8 bte2. 

Effects of F wwfibrate to Patterns Witt Frtdrickton Ty pe IXW Hypcriipfeemia 

audjf_l_ - - pUlccb0 - fenofibrate 

tiaselSHjTGIeveh 



350 » 459 mg'i 




Basefoe 


Enopdnt 


%0«n5e 




Daseino 


bidpotot 


% Change 




r* 


iMcani 


(Mean} 


{M(3r0 


H 


Uvtan) 


(?.te3ni 


(Meant 


Tr^ycerides 




449 


450 


-0.S 


21 


432 


223 


-46 2* 


VIXFt Tfigfyctrriss 




357 


150 


27 


19 


350 


178 


-*4. I* 


Total Chdesterd 




255 


:*i 


2.8 


27 


252 


227 


-3.1" 


HTA Cholesterol 


i>8 


35 


JT, 


4 


27 


34 


40 


19.6* 


imChotesterd 


/a 


123 


129 


12 


27 


128 


137 


14.5 


vifXChdesterd 


<>7 


39 


!I9 


5.3 


27 


92 


46 


-44.7* 


Study 2 










Fenofibrate 




Basins TG bvefs 


















500 to 15K) mg/dL 




Dasdine 


Endpotot 


% Change 




Baseline 


frutodrt 


% Chance 




ti 


(Mean) 


(Mean? 


{Meard 


H 


fMsarr; 


iMcanj 


(Mtanj 


Triojycerides 


14 


7i0 


750 


7.2 


48 


72S 


308 


■545* 


VlOLTflarycertoes 




537 


571 


127 


33 


543 


205 


-50.5* 


Total Chc^sterd 


44 


?72 


:?i 


0.4 


48 


261 


223 


-13.fr 


HDL Ch^esteroi 


44 


2; 




5.0 


48 


30 


36 


225* 


LUCr^esterd 


42 


too 




•4.2 


45 


103 


131 


45.0* 


ADL Cr?disterd 


42 


13? 


142 


11.0 


45 


125 


54 


-49.4- 



*=p<9j05vs.ptocebo 

The effect of tendtorate on cardiovajtcuiai rnorbeity and rnortai;ty has not been determined. 
fflDtGATTOHS AMD USAGE 
Treatment of llypenholesterotemia 

Antara is indicated as adjindrve trerapy to dirt to redce etevaterj LDL^c, Totd-C, Tngsycerirtos. ana Apo 3, ana to Inacase HDL-C in adult 
patients wfth primary to/perdwederdemto or mixed dydptoem^i (Frrdrickxm Types Ifa and lib). LJ^^ttertog agents shoutd be used to 
addition to a dtot restricted to saturated fat and chotesterd when response to did and norntoannacutogice! interventions atone has been 
inadequate (see National Chotesterd Eajcattton Piogram [WCEPJ Treatment Gutoettoes, bekwn. 
Treatment of llypei b mj ty urn ktemla 

Antera is siso Indicated as adjundnre fhRrapy to det Us beatmcnt uf dduit patients wftti hyperbi^yartoem« (FredricK«« Types IV and V 
frypertpcernla). Improving grycemir conbd in diabetic patientx chnwlng fasbng chyrnmicmnsmia win usually reduce fasting triglycerides end 
eliminate dr y ton to onemia thereby rtovUttog the need for pf wrmacdogic interventton 

Marfcerjy etevated tevete of terum tnglyceiides {0.9 >2,0O0 mg/d.! may fac/sass the risk d dsvefoptog panaris. The effed d Antara 
therapy on reducrg this risK has nd been adequately stod«d. 

Drug therapy is not indicated for patients with Type 1 ryperlipoprdetoemia. who have elevations of chylomicrons anc pssma 
bigh/cejides, but who have normal levels of very tow density lipoprotein (VLOL). Inspection of ptasma refrigerated tw 14 hours 
is hetpful to tftsbngutehing Types I, IV and V by per lipopieletoer.to.- 

The toaai treatment for dysftotoemia v. dietary therapy specfic tor toe type d lipoprotein abnorrraiiTy Excess body weight and excess atoo- 
rtoGc intake may be totportant factors to hypertngtycef idemia and ehoutd be addressed prior to any drug therapy. Physics' exercise can be 
an important ancSary measure. Diseases contrbttory to rryperttotoeniia, such as hy^yroidism or diabetes meatus shuuto be looked fu 
and aeeguatety treated. Esirogw therapy. 3re tMazaje diureEcs and bet>4todkers, is somrtmes assodated wtfh massive rises to ptesma 
triglyceride s , esp e c f a ft y to s&*cds with familial byptstrgryceridemla. h such cases, tlscortinuatian d the spec tic eCoiogic agent may obvi- 
ate the need tor specfic drag therapy of frypertngrfceridemia. 

The use of drugs should he considered arty wtien reasonable attempts have been made to obtain satisfactory results with non-drug 
mettads. 8 the decision rs made to use druas. the paffent shoutd be instructed that tha does not i educe the importertco d adhenng to 
d«t (see WARMttiCS and PRECAunOfiSL 
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Cnylomicrons, MOL 
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C=chdestemi 
TG^lgrycerides 
LDL=tow density lipoprDteto 
VUDL=very tow oensfty lipd/Jtein 
IDL=to!ermediate density i^futsin 

NCEP Treatment GuUettoes; LDL-C Go ate and Outpoints for Therapeutic Lifestyle 
Changes and Drug Therapy to Different Risk Categories 



LDL Level at 
Which to hsltate 



CHD* ci CHD risk 

egur<'atente 
(tO7earri3K>20%; 

2+ Risk Factors 
t10-yesrr.sk f 20%) 

0-1 Rrck Factor i« 



LDL Level *t 
Which to Consider 
Drug Therapy 
bngML) 



*130 

(UX>125r dnjgodlon^ fl 



-.130 tl30 lO-yftarrak 

10-20%: ai3D 
10-year rick 
<10%- *160 

-.ifiO a160 *19J 

(TS0-1S9: LDL-lowering 
drug opt tonal) 

1 fMJ-wroruoy heart disrase. 

" Some authorities recommend >:se ol tCL towEr'mg crags in tNv category it an LDL-C level d <100 mg/dL canrmt be achieved by 
thrfepeutic ytestyte che^ges. Others prefer tso of drugs that primarily modify brshyceridea and HDL-C. e.g.. nicotinic add or frfcratc 
CSnical judgment adso may ceR for deferring drug therapy « this sutxatsgory. 

m Almost aQ people with 0- 1 risk factor have 10-ycar risk < 10%: thus. 10-year risk assessment to people with 0-1 fisk factor is nd 
necessary. 

After the LDL-C goat has been achieved, if the TG is stilt >200 moAfl., non-HDL-C (tdal-C minus HDL-O becomes secondary target d 
Ihorapy. Kon-HDL-C goats are set 33 mg/dL higher than LDL-C goats tor each risk category. 



Antara is ronaatodtoated to patients who r* 
e is contramditated to r^uenb 
d peraotert bver tuncttfi ebnormettty 



hypersensttivity to Ifnofibreta. 

hepatic or cevtfft rcnel dysfurtd>on, tocfusing primary btbwy cfrrhosfi, e 
Fendfcrate is cortoaindtosted in putietits wnh preexisting rj3tbtadder disease (see WARMfJGS). 



Lhrer Ftrncbon: Fendijrele oosta equhaient to 87 to 130 mg Antara per say has t«en associated with increases In serum transam- 
inases [AST (SGOTj or ALT (SGPTjL to a pontes analysis d 10 ptacebc-conboted trials. Increases to >3 ernes the upper limfl d normal 
occurred to 53% d patients tektog fsnof rbrate versus 1 . 1% d patients treated with placebo. 

When bansanitoase detenni wttons were followed toffter sftei dta»!timiaubr. d heatosmt or dining con&iued bBatment, a return to ncr- 
msl fcrnib; was usually observed. The toddence d increases in bansarnto3ses rdated to terrfibrcte Biercpy aopesr to be dose retetec. kt an 
8-wesk obse-rangirig study, the incidence d ALT a AST etevattons to at tead three times the upper limit d normal was 13% to pahents 
recehrtos doszses equivz^nt to 87 rag to 130 mg Antua per day and *vas0% in those receving ttosages equivatent to 43 mg or toss Antaa 
per day. or placebo. I topatoci ikitor. drernic actrie and da estate hepatitis associated wffl> fEnoftorate therapy Have been reported after expo- 
sures d weeks to several years, in exbemdy rare cases. drrhos!s has been reported m association wSh chronic active hepatitis. 

Regular pertosc monitors g d i'ver tiinctkm. inducing serum ALT (SGPTl should be performed for the dw ebon d therapy with Antara, 
and therapy dterw.tjuied <» -nrynn l»rvcts pcrsict atwve three timev the rvifmal area. 

CholeCtWasb: Fenrrftorate :ike Uoftorate and gemtibrorf, may im.maso cho^stcrol excretion into tt«e biV, teadirg to cholelithiasis. If 
cholelithiasis is suspected. -;a!iWa;to* utudies ore mdicaTed Antara thetapy choulc be docontinoed tl gafifctones are lounc. 



Antara" 

(fenofibrate) Capsules 



Antara 1 " 

(fenofibrate) Capsules 



Concomitant Oral Anticoagulants: Caution should ba excised when antiottgylar ts are given in conjunction with Antara because of 
tils potentiation nl ramarto-h/ps antfcoaijuiairts in protaatoy tie prolhiomUn flre-INR The desapo of the anlccagularrt should be 
reifced b maintain flic prothrombin time/KR at Ths dssiied level to prevent ebturg comphcationt Frequent protfcorrfcln ti:nc/iNfl 
determinations are advisable until It has been definitely determined that ths pfothTonbm tme/lNR has stobffized. 
Concomitart HMG-CoA Reductase Inhibit on: The combined us* of Antara and HMG-CoA reductase inhibitor should be avomed uniess 
the benefit ot further attBettons in lipd teveis b likely to outw*> the kweesed nsk ot this drug cotnbiraiion. 

In a single-dose rtnq totmciion stud-/ h Z3 healthy adults the concomitant admtoUtration of fencfdjiate and pravastatin resulted In no 
cliEcatlv rmportont i«ftefsnce in the pharmawik-netrcs of ferctibrt: add. pravastatin, or its active tnetatx4lt3 .lu-t^rcroxy so- pravastatin 
when compared to erttwr dnjg given atone. 

The conto:ed use of iiwfc acid derivatives and HMS-CoA reOOcUst iiihi&iters has been associated, m the absence of a marked phar- 
macokinetic into acton, in numerous case reports, with maorlonryotysis. markedly elevated creatine Waste {OQ levda and mwsJoCin- 
una. leading in a nigh proportion of cases to acute renal failure. 

Ths use of ftoraiBs alone, reading Antaa may occaskrafy be cssccistsd with myositis, myopathy, a rt--afcdcmyorys3. Psfents receiv- 
ing Antara and crjmp&irtoc. of misde pain, tenderness, or wvJmeK should have prompt medical evalusJ on tot rr/opethy, including serum 
creatine kinase level rtetamtoaton. It nyonattn/irnyocts is suspected or diagnosed, Altera merapy should be stopped. 
MortaHy: The efted of Antaa on coronary heart disease morbidity and mortality and m FfKaidiorascutar mortality has not been established. 
Other Considerations: In the Coronary Drug Project, a large study of poet myocardial infarct on of patients treated tor 5 years with dofi- 
brate, there was no difference in mortality seen between the ctofibrata group end thr placebo group. There was however, a ditlersnce in 
the rate of cholelithiasis and cholecystitis rewiring surgery between Iho two groups i3.0% vs. 1.8%). 

Because of chemical, pharmscoiogicai. anddWcai limflarHjac betwewi Afrooic-S (dofibnrto). and Lop-d igemf;brwit} : the adverse find- 
togs in 4 large randomiied, pJacebcnxtotrulled clinical studies with these other fibrate drugs may also ippfy to Antara. 

In a study conducted by the World Health Organization {WHO), 5O00 subjetia wifho it l-jwwn coronary artery disease were healed with 
placebo or dofibrale for 5 years and followed tor an additional one year. There was a stalrslfcsiry significant, higher ^adjusted a!i- 
cause mortality In the ctofibrato group compared with the placebo croup (5.70% vs. 3 96*. 0^0.0! J. bcess rncrtaDty was cue to a 33* 
Increase to non-cardiovascular causes, inducing naJigr-ancy, post^hofecystectomy cornpiications. and pancreatitis. This appeared to 
confirm the higher risk of gallbladder disease seen in dofibrate-tealed patients studied in the Coronary Drug Project. 

The Helsinki Heart Study was a large (n=<031) study of middle-aged men w« out a history of coronary artery disease. Steels 
reccr/ed either ptrceboor gemfibrozil tor 5 years, with a 35 year open extension aflnrward. Total mortality was numerical?? signer in the 
gemffcrozil randomiraton group but cid not achieve statistical significance (p^O.19. 95% confidence interval for relative risk G:P=.9 1 • 
l .54}. Although cancer deaths trended higher in the gemfibrozil group (0=0. f 11, cancsrs (exdudirrg basal cell carcinnma) were diagnosed 
wllh eouaJfteauency to boOi study grrju^ Ucm any Kruse not shown to 

be different thai; that seen to the 9 year loftow-up data from Wand Health Oryan!?atton study (RR= 1 29). Simiiany, the ruimencai excess of 
ca3>!adder surgeries m ths genrfibrozil group did not drfler statrstisaOy from that observed to (he WTD stwJy. 

A secondary prevention crjrnponent of the Hrtsinki Heart SbJdy enrolled mi jdie-ag«l men orc!uds2 from the primary prevention study 
because of known or suspected coronary heart disease. Subjects received gemftotd! or placebo for 5 years. Ajthough cardiac Gratia 
trended higher to the serrttonwri group, this was r=ot statistically Srgraftoant tnazarrj ratio 2.Z 95% coriidence Werwft 0.94- 5.051 The 
rate of paiteoder sunjery was rot s^stot* cr^t-ani treh-rfcen shjdy croups, but (fid trend higher b the ocrr«jrort group, (1 .9% rs. 0 3%, 
p=O07) There was a sfctis&afly sigwficanl difterence in the number of apoertiectanei in the g^rrsfibroiB group trV311 vs. 001 7, p=0029l 
PRECAUTIONS 

tnltial Therapy: Laboratory studies should be done to ascertain that the lipid ieveSs are consistentfy abnormal before lnstituttoa Antara 
therapy. Every Ettempt should be made to control serum lipids with appropriate dial exercise, weight km to abuse p&tients, and control 
of any medical problems such as diabetes mtlCtus and hypothyroidism that are contributing tothe^wd abnormalities. Medications known 
to exacerbate hyperbiglycsriderrtia i>eta-blocke«. thiazides, estrogens! should be discrintinued or charged K poss3)le prior to consider- 
ation of hlglyceiide-lowerrng drug therapy. 

Continued Therapy. Period* dttomrnatton of serum lipids should be ootatoed durtoc toiUaf therapy in order to establish the lowest effec- 
tive dose of Antara. Thsrapy should be withdrawn in patents who do not ha-rt an ad--ouate response after two months of treatment with 
the maximum recommended dose of 130 mg per day. 

Pancreatitis: Pancreatitis has been reported to patients taking hmrtfcrata, gemtibrcrf. and ctofibrate. This occunence may represenl a 
to Sure of efficacy in patients with severe hyprstirgrycendemb, a direct drug effect, or a seconj&jy phenaiienon mediated through Irifery 
tract stone or stodge formatton with otetrucbon of the common bile duct. 

HyperKJisttvtty Beacttoos: Acute hyoerserettivity reactions tooludtog severe skin r<ohes requiring patent hospaatebon and treafcrjent 
wftb sterwds have occurad very rareV during treatment wit) fenofibrale, toctudtog rarv spontaneous reports ot Slevera-Jortison syndrome, 
end todc epatennai npcrorvsis. Urticaria wm seen to i.t vs 0%, and rash in 1 4 « o.e% of fenofibrate and placebo riatientx rrjsr^ecljvsV. to 
corrtjoisd trials. 

Hematotogic Changes: MQd to moderate hernogJobin. heinabcrit, and white blood cl oecreases have been observe* ai patients toUow 
too initEtiuri of fsnofibtate therapy. However, these levels stahSoe during long-term admtorstratai. Extremely rare spontaneous reports of 
frjonrbocytapenk and ajrarxilocytosis f«r*6 been roctwed Cur^ rxrf-marlettog surveaance outside of the U.S. Periodic btooc courts ere 
nsammended dur tog the f tost 1 2 monttis of Ant^ a*nin!s& attoa 

Skeletal Hoscte The use of fibratra atone, neusmg Antara, may occasronalry be associated with myouetny. Treatment with drugs of the 
fibrate ctess has beer associated on rare occasions with rhaboonryo-Vsa, usually v paUenb wffli impaired renal function. Mvopathy 
should be consiaiired in any rjatient with diffuse myakjss.. muscle tonoemrarx wrjaiotesa, anoVor marked elevattons of creattoe phos- 
phofcnase levers. 

PatJenb should be advised to report promptly unexplained muede pain, tenderness or weakness, particularly a accompanied by malaise 
« fever. CPK levels sfwld be assessed to patients reoortinrj these symotoms. and fenofibrate therapy should be diaconttoued if marked- 
ly elevated CPK levels occur or mvopathy to diagnosed. 



Oral Anticcagularrts; CAUTION SHOIAD BE EXEROSH) WHEN COU MARIN AimCOAGULAKTS ARE GIVEN Of CONJUKCTTON WJTM 
ANTARA. THE DOSAGE OF THE ANTKOA&utANTS SHOULD BE REDUCED TO MAINTAIN THE PROTHROMBIN TTME/KR AT THE 
DESIRED LEVEL TO PREVENT BLEEDING C0MPIJCAT10KS. FREQUENT PROTHROMBIN TME/MR DETERMINATIONS ARE ADVISABLE 
UNTIL IT HAS BEEN DEFnflTELT DETERMINED THAT THE PROTHROMBIN TTMEVtXR HAS STABILIZED. 

HMG-CoA Reductase Inhibitors: The combined use of Antara end HWG-CoA reductase inhibitors should be avoided uniess the bene- 
fit, of further alterations in lipid levels is Gkety to outweigh the increased risk of this drug corntrinatton (see WARNINGS). 
Resins: Since bile add sequestrants may bind other drugs given concurrently, patients should take Antara at test 1 hour before or 
4-6 hours after * bite add btodlng resto to evoid impeding rts cbsorpttor!. 

Cyctesportne: Because cyctosportoe can produce raprrotatet, with decreases to creatinine clearance and rises to serum creatinine, 
and because renai excretion is the primary efimrnafcon route of fibrate druss todudrr^g Antara. there is 3 ridt that en mteracbon win read 
to aetertorafron. The benefits end risks of using Antara with immurKrswosanui and other putentiafiy nephrotoxic agents should be care- 
fully considered, and the towesl effective dose employed. 

Carririogenesis, Mutagenesis, Impairment of Fertility: In a 24-month study to rats (TO, 45. and 20f> rngAg; OJ, l, and 6 times the 
maximum recommended human dose on the boss of rag/meter* of surface zrez) the incidence of ;iver care noma w33 sfgnifxantty 
increased ct G times the maximum recommended human dose to males snc females A statist tally significant Increase to pancreatic ca- 
cinofnas occurred hi males at 1 and G times the maximum recommended human duse; there were also increases in pancreatic adeno- 
mas and benign testicular totsrstttiaJ ceS tumors at 6 times the maximum recommwtoes human dose n males, to a second 24-month 
study to a different strito of rats (doses of 10 end 60 mgrkg; 0 J and 2 limes the maximum reconmended human dose based 00 
mo/meter 1 aurtace area), there were significant aicreasea in the incidence of panoeatic acinar adenomas in botn sexes and increases to 
rrrre rstitia l ceil tumors erf the testes at 2 times the maximum rurxxnrnenosd fajman dose. 

A convarauve carc«ogerscfh/ study was done to rats conparmg three drugs: fcnofil/ato (to anc 70 mg/kg; 0.3 and 1 j6 times the max- 
tmum reoommended fuiman dosei, dofbrate MOO mo/kg; 1 6 times the human dose), and gemftorozl! r250 mgAcg; 1 .7 times the human 
dose) (multiples based on mgrnieter' surface area). Pancreatic actnar adenomas were ncreased to males and remains on fenofibrate; hepa- 
toceitoiar carcinorria and pancreatic acta adenomas were increased to males end hepatic neoplastic nodules to females treated «*th dot !- 
brate: hepatic neopJastJc nodules were too eased to males and lemates treated with gumtibroifl while testicular totorstitial cefi tumors wore 
increased to males on as three drugs. 

In e 21 -month study to mice at doses of 1 0. 45, and 200 mo/kg (approximately 0.2. 3.7 and 3 time3 the maximum recommended human 
dose on the basis ot mg/meter' aurtace erea). there were statistically significant incxeases in liver carcinoma at 3 times the maximum 
r«arnrwr.3ed human dose to both mates and females, to a second lE-morrtti study at the same doses, there was a sfgnifcanl increase 
to^rrarctoona ^ micc and Sver eaenoma toferrole m«e at 3 times the max mum recommended human dose. 

Etecbon microscopy studies have demonstrated peroxisomal ^iteration W towing fenoajrate adrntoistratton to tji« rat Ai- adequate 
chjdy to test for pereiipo me profile! atf ion in hurras not teen done, but changes m perexlsomfi morpnotogy and numbers have been 
observed to humans after treatment with other members of the ftorate dare when I vet bbpstes were compared before and after treat- 
ment to (he same Individual 

Fenofibrate has been demonstrated to be devoid of mutagenic potential to the fotlowinp tests: Ames r 
aberration, and ursdieduted DNA synthesis. 
Pregnancy Category C: Fenollbiatf has been shown to be embTyrjctoal arrd teratogenic In rats when given to doses 7 to 10 bmes the 
maximum recommended human dose end emf^ryodsai to rabbits when given at 9 hmes the maximum recommenaco tinman dose (on 
the bass of mg/metei' surface area). There ere no esequate and weS-cuntretled studies to pregnant women. Fenol 3>rete shoukJ be used 
during rjreqnancy onty if the potential benstrt justfss the potential rick to the fetus. 

Administration of 9 times the maxlmom n^rnmertded human dose of lencfbnte to female rats bofore and tiiroughout gestation 
caused 100% of dams to delay delivery end resulted to a S0% increase jo post-impfantElwr toss, a decrease to Utter sUe. a decrease m 
brrth wergtri a 40% sunwrj! of r^ at birth, a 4% survival ot pups as neorates, anc e 0% survwa! of pups to weaning, and an ton ease 
ai spma bifida. 

Admint^rabon of 10 Umes me maximum lecommenaed human dose to tumalo rats on Cays 6-15 of gestation caused an rncrease to 
gross, vtacral and steleta! findings to fetuses (domed heaoVhunct«d shou-lders.'rourirJed body/abnormal chest, kyuhosi*, stunted fetus- 
e5 ^TK>!?!!} a i ^ b8, ^to™* ct^ebrae, extra foramen to palatine, missharen vertebrae, cupernumerary ribsL 
, .^ t " c inMca!!a fcwn^endcd hunan dose to tsmas rab nom acy 15 of gestattor through aeaning caused 

a ceay to delivery, a 4tr% decrease to. live births, a 75% decrease to neonatal survival, and decreases in pup weight, at hith as wefl as 
on toys 4 and 2) posl-partum. 

Adrranistraton of 9 and IB times the maximum recommended human dose to female rabbits caused abortions to 10% of dams ai 9 
umes and25% of dams at IB limes the maximum reconimended human dose and (Hath of 7% of fetuses at 18 times the maximum rec- 
ommended human dose. 

S f ?T ? S^^^i?^li!l <rt m "^fi others. Because of the potential for tumongenitity seen to arinai stud- 
" " ^-^-^ "erjrug. 



e lymphoma, chromosomal 



Geriatric Use fenoSbric acid is known ^> be ^uiiChirt <u!v e»i;reted t»y tt* jidnr,-, and ths risk ot acverse r&Tctlons to this drug may be 
grecter in pafiants wHfi hnpa-iod renal lunctw! Ooi3t..:e elderly patients »e msse hrnsly to rave decrrased renil tuncten. care shcua 
be taken to doss eeiecton. 
ADVERSE REACTIONS 

CUNICAL: Ad-mse events repurtcc by 2% or rmxe of stents treahjc with fenofibrate durirg the doubie-bTrnd, pbcd<H»rrtro!!c3 blals. 
recardiere of causaMty. are tated in the table beiow Adverse events ted to •liscrmtinuatian of treatment to 5ji% <rf patients treated wilh 
fenofibrate and to 3 OS heded with placebo. Inaeasrs to liver fimcten tests wen; 0,9 n^ast frequent events, causton disar4touatioti of 
lenoflbrate treatrnont in 1.6% of patients to double-blind tr«»is. 

BODY SYSTEM Fenofibrate* Placebo 

MnnttmA (N=439) (rfa3SS) _^ 

BODY AS A WHOLE 

Abdominal Pain 
Back Pato 



4.6% 

1.4% 
i 2% 

r\5%" 
:».3% 

/.t% 



4.4% 

2.5% 
2.7% 
3.0% 
2.7% 

1.4% 
4.1«K 
1.9% 

1.4% 



35% 
JD% 

u%- 



1.6% 
1.4% 

0.5% 

5.5% 
1.1% 



Fiu Syndrome 
DIGESTIVE 
Uver Function Tests Abnormal 
Darrhw 

Kaussa 
Constipation 
METABOLIC AMD 
HUTRfTHHIAL DISOROERS 
SOT Increased 

Creattoe F'tosphoronase Increased 
SGOT tocreased 
ftESFIRATORY 
Respiratory fMorder 
Rnfeubs 

* Dosser equivaiont to 130 mg Antara 
** Significant!/ different horn placebo 

AMborai adverse events reported by three rv more iiatients to placebo^ 4Xitrot!ed trials or reported to other controlled or open bias, 
lecajdtess of causaSty are ^ted below 

BODY AS A WHOLE: Chest pain, pain (unspecified), rtncticn, maiaisa. aOcrr/c reacts, cyst, hernia, lever, photosensitivity react^i. and 
ecctdenta' iriury 

CARDVVASetAAR SYSTEM; Angina pectoris. hrpertere>on. vasuditatotton, raonary artery rjtsorder. etoctnxardioc/arp abnormal, ventricu- 
tar extrasystoies. rrryocardial inlaid, peripheral vascu&t disorder, mfcjratoe. vancoss vesi, cardiovascular ^soruer, hypotension, pafci ration, 
vascurar disorder, anrrytjirnia. phtebte. Uchycaia. eMrmy?tolrs, and atrial ifbonation. 

DIGESTIVE SYSTIM: Oyspep^a, ttatulsncs. nausea, increased Appetite, o^toenteritis. ctxtefthiasis, rectal disorder, esophagitis. gas- 
tritis, colitis, tooth disorder. vr»mittog. anorexia, oastromtesttosl drsorder. dw>denal uteer, nausea and vomiting, peptic ulcer, rectal hem- 
orrhage, lives fatty deposit, cftotocystitis, eructation, gamma glutamyl transpeptidase, and diarrhea. 
ENDOCRINE SYSTEM: Diabetes mellitus. 

HEAfiCAND LYMPHATIC SYSTEM: Anemia, leukopenia, ecchymosrs. rosihochilii lymphadsnonethy, and tttrembocvtopenla. 
METABOLIC AND NI/TW71QHAL DSSORDEHS- Crefitmir* tocreased. vwight gain, hypogrycemb. gout weight toss, eaema, hyperuricemia, and 



hSUSCULOSKRETAL SYSTEM Myositis, myakjia. arthiaigra. arthntW. tenosynovrbs, jotot disorder, arthrosis, leg cramps, bursitis, and 
myasthenia. 

NERVOUS SYSTEM. Ozzrnsss. tosumnla. det<itsskjn. toDoo. IJwJo deireased, an«iety. parestres^, dry mouth, hypertonia, nervousness, neu- 
ralgia, and somnolence. 

RESPIRATORY SYSTEM: Pharyngitis, brujehifis. cough <nureassd, dyiprea. asthma, pneumonia, laryngitis, and stousitis 
SKB/AND APPENDAGES: Rash, pruritus, UTerna, herpes mster. urtir <a ia, acne, sweatng. fungal dermatitis, skto disorder, atoper;a, con- 
tact dermatitis, herpes simplex. macuiopapuVii rash, nail disorder, and skin utosr. 

SPECIAL SENSES Corrjunctivasj. eye disorder, amblyopia, ear pain, otitis media, abnormal vision, cataract specifies, and retraction disorder. 
URVQNTAL SYSTEM: Urinary frequency. pmsUbc c-ittder. dyoirta. kidney function abnunnal, woHmicste. gynecoirgslia, unintended 
pr esnancy. vagtoal rrwibsis and cysfila. 



There b no specific treatment lor overdose w* AribM. Genera! supportive care of the patient is toscated. iruiudtog mor-itoring of v8al 
signs and observation of dtoxal stilus, should an rwrdose occur. It todies ted. eSmtoatton of unehsorbed drug should be achieved by 
emesis or gastric lavage; usual pr ecaultona rfwutd be cibserved to matotato the airway. Because fr^oflbrats is rughfv bound to p&sma 
proteins, hemodialysis should net be considered 



Patents should be placed on an appropnate ibid- lowering diet before receiving Antare, ens should continue this diet durtng treatment 
with Antara. Antara capsuies should be taken with mnis, tt«eby optimijinr; the btoavaiiabiSty of the medcitton. 

For the treatment of adult patients with primary hv^rcholestsrolemia or mixed hypertplrtemla. the initial dose ot Antara is 130 mg 
per day. 

For adult patients wrfh hyperatgrwgridema. the initial dose is 43 to 130 mg per day. Dosage should be todiviooaiteed according to 
patent response, and should be adjusted if newssary foliowtog repeat ttprd determinations at 4 to 8 week intervals. The maximum dose 
is 130 mg per day. 

Treatment with Antara should be initialed at a cose cf 43 mg/day in patients having impaired renal lurtctton. and tncreesed only 
after evaluation of the effects on rcna; fund^n ans Npid levels f>t Otis doss, to the etderty. the initial doss shouts likewise be limited 
to 43 mg/day. 

lipid levels should be monitored periodically ara consideration should to given to reducing the dosage of Antara if lipid fevets fall sic- 
nlficanttY below the targeted range. 



Antara (lenoflbrate) Capsules, isavarfab* * three sh^nflfhs. 

43 mg capsules, to^mnted with *43" and a seumenteil uwd, on If* light green cap and "ANTARA" with the Retient logo on the while to 
oft-whrte body, available n bottles of 30 (NOC * 657?»;-4i)i-10i and 100 (NDC • 65726-401 -25). 

87 mg causuiea. imprinted wjth ' 87* and 0 segmented band, on Iho dark greun cap and * ANTARA" with the Rtiiant logo on the light green 
body, available to botrtcs of 30 (NDC t 65726-402 - in. anrt 130 iNiK » 65726-402-25}. 

130 mg capsules, imprinted with '130' and a segmer ted band, on the ovuk green cap and "ANTARA" with the Relent logo on Die white 
body, available to betttes of 30 {NDC « 65726-40?- id; *nd 100 (NDC a 65726-403- 251. 



Store at 25*C (77"P): e«cursk*is permitted t» 15" -30 C (5<j*- 56"F» Jscr IBP Controtled Room Temperature) to e ttahtly desed container. 



1. GOLDBERG AC. et at Fenofibrate tor the Treatment of T,pc IV una V Itrpcriir^pratetoemlas: A Deubto- BUnn. Placet- HControtlcd 
Municenter US Study. Ow/ca/ Tterjpeuttcs. 1 1 . peg W-B3. 1989 

2. MKKFlA EA. Fern Rial Lipoprotein L'pase Defcency »>d Iterated Diiordsrs of Chytomjc;n*i rVtetabolism to Stanburv J.B., etzL (eds.i: The 
Metabolic Basis cf mtmitnf Disrast. 5th edion Udirrw-hiil, (993 Chap. 30. pp. 622-642. 

3. BROWN WX et at Effedc of Fenofibiaic on ptavna Lipids-. Dw«e-Biind, Ntoaicenrer Stiwy In Patents with Type llA or IIB 
Hypaltoidemia, Meriosdenzxs. 6. pp. WfWft, 19W 
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D , ^J£!l ** m ** *" dscorrtinue nurstog a « ^ u 

Pediatric Use: Sufsty and erfcacy to pediatric patients have not own established 
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